(19) 




Europiisches Patentamt 
European Patent Office 
Office europeen des brevets 








(12) 



(11) EP 1 134 221 A1 

EUROPEAN PATENT APPLICATION 



(43) Date of publication: 

19.09.2001 Bulletin 2001/38 

(21) Application number 00105514.4 

(22) Date of filing: 15.03.2000 



(51) intci.7: C07D 471/04. A61K 31/44 

// (C07D471/04. 209:00. 
21 1 :00) 



(84) Designated Contracting States: 


(72) Inventors: 


AT BE CH CY DE DK ES Fl FR GB GR IE IT LI LU 


• Ritzeler, Olaf, Dr. 


MC NL PT SE 


65931 Frankfurt am Main (DE) 


Designated Extension States: 


• Castro, Alfredo, Dr. 


AL LT LV MK RO SI 


Winchester, MA 01890 (US) 




» Grenier, Louis 


(71) Applicant: Aventis Pharma Deutschland GmbH 


Medford, tJiA 02155 (US) 


65929 Frankfurt am Main (DE) 


• Soucy, Francois 




Medford, MA 02155 (US) 



(54) Substituted beta-carboiines as IkB kinase inliibitors 

(57) Compounds of the formula I 




(I) 



are suitable for the production of pharmaceuticals for the prophylaxis and therapy of disorders in whose course an 
increased activity of NFkB is involved. 



CM 
CM 

CO 



□L 
LU 



Printed by Jouve, 75001 PARIS (FR) 



CID:«EP 1134221A1 I > 



10 



15 



20 



25 



30 



35 



40 



EP 1 134 221 A1 

Description 

[0001 ] The invention relates to novel substituted beta-carbolines. a process for their preparation and use thereof as 

pharmaceuticals. 

[0002] United States Patent 4,631,149 discloses beta-carbolines useful as antiviral, antibacterial and antitumor 
agents. United States Patent 5,604.236 discloses beta^arbollne derivatives containing an acidic group useful as 
thromboxane syntheses Inhibitors. 

[0003] NFI<B is a heterodimeric transcription factor which can activate a large number of genes which code inter 
ala. for proinflammatory cytokines such as IL-1 . IL-2, TNFa or IL-6. NFKB is present in the cytosol of cells building a 
complex with its naturally occurring inhibitor IkB. The stimulation of cells, for example by cytokines leads to the phos- 
phorylation and subsequent proteolytic degradation of IkB. This proteolytic degradation leads to the activation of NFkB 
which subsequently migrates into the nucleus of the cell and there activates a large number of proinflammatory genes' 
[0004] In disorders such as rheumatoid arthritis (in the case of inflammation), osteoarthritis, asthma, cardiac Infarct 
Alzheimer-s disease or atherosclerosis. NFkB is activated beyond the nomial extent. Inhibition of NFkB is also of benefit 
m cancer therapy, since it is employed there for the reinforcement of the cytostatic therapy. It was possible to show 
that phamiaceuticals such as glucocorticoids, salicylates or gold salts, which are employed in rheumatic therapy in- 
tervene In an inhibitory manner at various points in the NFkB-activating signal chain or interfere directly with the tran- 
scnption of the genes. The first step In the signal cascade mentioned is the degradation of IkB. This phosphorylation 
IS regulated by the specific IkB kinase. To date, no inhibitors are known which specincally inhibit IkB kinase. 
[0005] in the attennpt to obtain active compounds for the treatment of rheumatoid arthritis (in the case of inflammation) 
osteoarthntis, asthma, cardiac infarct. Alzheimer's disease, carcinomatous disorders (potentiation of cytotoxic thera* 
pies) or atherosclerosis, it has now been found that the benz imidazoles according to the invention are strong and very 
specific inhibitors of IkB kinase. 

[0006] The Invention therefore relates to the compounds of the formula I 




(I) 



and/or a stereoisomeric fomn of the compounds of the f omiula I and/or a physiologically tolerable salt of the compounds 
of thefomiula I, '"^ 

where Bg. By. Bq and Bg are Independently selected from the group consisting of carbon atom and nitrogen atom, 
where Bg. By. Bq and Bg together are no more than two nitrogen atoms at the same time- 
where the substituents W , R2. R3, r4 and RB independently of one another are 



1 . hydrc>gen atom. 

2. halogen, 

3. -OH, 

4. -CN. 

5. sulfo, 

6. -NOg. 

7. -NHg. 
5^ 8. alkoxy, 

9. substituted amino, 

10. -COOH. 

11. -O-R^o, wherein Rio jg alkyl, substituted alkyi or aryl, 

12. -C{0)-R12, wherein R12 Is alkyl. substituted alkyl or aryl, 
55 13. -C(0)-0«R'«2, wherein Ri2 is as defined above. 

14. aryl. 

15. -O-aryl, 

16. substituted aryl. 
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17. -O-substituted aryl, 

18. aikyl. 

19. substituted alkyK 

20. -CF3 or 

21. -CFg-CFa, 

provided that at least one of R"", R2, r3. and is not a hydrogen atom. 
R5 is 

1 . hydrogen atom, 

2. alkyi, 

3. alkyI radical, substituted at one or more positions by one or more of the radicals, halogen, amino or hydroxyl, 

4. -C(0)-R9 or 

5. -S{0)2-R^, in which 

R9 is 

a) alkyf, 

b) alkyI radical, substituted at one or more positions by one or more of the radicals, halogen, amino or 
hydroxyl, 

c) aryi, 

d) aryl radical, substituted at one or more positions by one or more of the radicals, halogen, amino, or 
hydroxyl, 

e) -NHg. 

f) alkoxy or 

g) substituted amino, and 

R6 and R^ independently of one another are 

1 . hydrogen atom, 

2. halogen. 

3. -OH. 

4. methyl, 

5. -0-(C^-C^o)"^'l^'» wherein alkyI is unsubstituted or mono- to trisubstituted Independently of one another by 

5.1 aryl, 

5.2 halogen, 

5.3 -NO2. 

5.4 sulfo, 

5.5 -COOH, 

5.6 -NHg. 

5.7-0-(Ci-C4)-alkylor 
5.8 -OH. or 

6. -N(R''3)2, wherein R''^ is independently of one another hydrogen atom, aryl, -G(0)-(Ci-C4)-alkyl or substi- 
tuted aryl or alkyI, wherein alkyI is unsubstituted or mono- to tri- substituted independently of one another as 
defined under 5.1 to 5.8, or R^^ together with nitrogen atom to which it is bonded form a heterocycle having 
5 to 7 ring atoms, 

provided that a compound of the fomnula I, where R"* is Br, R2 Is -0-G(0)GH3, R5 is -C{0)CH3, R^, R^, rb, r7 and R® 
together are each hydrogen atom and Bg, By, B3 and B9 together are each carbon atom is excluded; a compound of 
the fonmula I, where R2 is -0-C(0)CH3, R3 is Br, RS is -C(0)CH3, R^, R4, R6, r7 and RS together are each hydrogen 
atom and Bg, B7, Bg and Bq together are each carbon atom is excluded; a compound of the fomnula I, where R2 is Br, 
R^ R3, R"^, R5, R6^ r7 and RB together are each hydrogen atom and Bg, By, Bg and B9 together are each carbon atom 
is excluded; a compound of the fomnula I. where R^ is Br, R^ R2, r4, rs r? and R^ together are each hydrogen 
atom and Bg. B7. Bg and Bg together are each carbon atom is excluded 
[0007] Preferred are compounds of formula I, wherein 
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Bg, B7. B9, and B9 are each a carbon atom, 

R2, r3, r4 r8 independently of one another are » 

1 . hydrogen atom, 

2. halogen, 

3. -CN. 

4. -COOH, 

5. -NO2, 

6. -NHg, 

7. -0-(C,-C^o)-alkyl. wherein alkyi is mono- to penta- substituted independently of one another by 

7.1 phenyl, which is unsubstituted or mono- to pentasubstituted by halogen or -0-(Ci-C4)-alkyl, 

7.2 halogen. 

7.3 -NH2. 

7.4 -OH, 

7.5 -COOH. 

7.6 -NO2, 

7.7 -S(0)y-Ri4, wherein y is zero, 1 or 2, R"*^ Is -{C^-C^q)- alkyi, phenyl, which is unsubstituted or mono- 
to penla-substituted as defined for substiluenls under 7.1 to 7.9. amino or -N(R'»3)2, 

wherein R^^ is Independently of one another hydrogen atom, phenyl. -(Ci-Cio)-alkyl, -C(0)-(Ci-C7)-alkyl. 
-C(0)-phenyl, -C(0)-NH-{Ci-C7)-alkyl, -C(O)-0-phenyl. -C(0)-NH.phenyl. -C(0)-0-(Ci-C7)-allcyl. -S(0)^- 
R''^, wherein R^^ and y are as defined above. 

and wherein alkyI or phenyl In each case are unsubstituted or mono- to penta- substituted independently 
of one another as defined under 7.1 to 7.9 above, or 

R13 together with the nitrogen atom to which it is bonded form a heterocycle having 5 to 7 ring atoms 
7.8-0-(Ci-Cio)-aIkyl or 
7.9 -O-phenyl, 



8. -N(R'>3)2, wherein Ri3 is as defined in 7.7 above, 

9. -S(0)y-Ri4, wherein R^-* and y are as defined in 7.7 above. 

10. -C(0)-Ri2, wherein Ris is phenyl or-(Ci-C7)-alkyl. wherein alkyI or phenyl are unsubstituted or mono- to 
penta- substituted independently of one another as defined under 7.1 to 7.9 above. 

1 1 . -CCO^O-Ris, wherein R12 is as defined in 1 0. above, 

12. -(C,-Cio)-alkyl, wherein alkyI is unsubstituted or mono- to pentasubstituted independently of one another 
as defined under 7.1 to 7.9 above, 

13. -CFaor 

14. -CF2-CF3. 

provided that at least one of Ri. R2. R3, r4 and RS is not a hydrogen atom. 
RS is 



1 . hydrogen atom, 

2. -(C,-Cio)-allcyl. wherein alkyI Is unsubstituted or mono- to pentasubstituted independently of one another 
as defined under 7.1 to 7.4 above, 

3. -C{0)-R9, wherein R^ is 

-NH2. -(Ci-C^Q)-alkyl. wherein alkyl is unsubstituted or mono- to penta- substituted independently of one 
another as defined under 7.1 to 7.4, or -N(Ri3)2. wherein Ri3 is as defined in 7.7 above, or 

4. -S(0)2-R^, wherein R^ is as defined in 3 above, and 

RS and R7 independently of one another are hydrogen atom or methyl, provided that a compound of the formula 
I where R2 is Br. Ri. R3. R4, r5^ rs^ r7 and R8 together are each hydrogen atom is excluded and a compound of 
the formula I. where R3 is Br. Ri. R2. R4, r5, r6, r7 and R8 together are each hydrogen atom is excluded. 

[0008] More prefen-ed are compounds of fomnula (I) wherein 

Bg, B7, Bq, and Bg are each a carbon atom, 

R^ R2. R3 and R^ Independently of one another are hydrogen atom, halogen, cyano, nrtro. amino. -©-(Ci-Cy)- 
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alkyi, phenyl. -O-phenyl. -CF2-CF3. -CFg, N(R13)2. 

wherein R"'^ is independently of one another hydrogen atom, -(C,-C7)-alkyl. phenyl. -C(0)-phenyl, -C 
(O)-NH-phenyl. -C(0)-0-phenyl, -C(0)-0-(Ci-C4)-alkyl, -C(0)-(Ci-C7)-alkyl or -(Ci-Cio)-alkyl, wherein alky! or 
phenyl are unsubstituted or mono- to trisubstituted independently of one another as defined under 7.1 to 7.9. or 
s together with nitrogen atom to which It is bonded form a heterocycle having 5 to 7 ring atoms, 

S(0)y.Ri^, 

wherein y is zero, 1 or 2, and R""^ Is -(C^-C^o^^'M. phenyl, which is unsubstituted or mono- to penta- 
substltuted as defined for substituents under 7.1 to 7.9, amino or -N(R13)2: wherein is as defined above, 

wherein alky! is unsubstituted or mono- to tii- substituted independently of one another as defined 
10 under 7.1 to 7.9, or 

-C(0)-0-R''2, wherein R'*^ is as defined above, 
R6, R7 and R® independently of one another are hydrogen atom, methyl, amino, -N(R"'3)2, wherein R'*^ is as defined 
above, provided that at least one of R\ R^, R^, R^ and is not a hydrogen atom, and 
R5 is as def ined above, 



15 



20 



25 



provided that a compound of the fomnula I where R2 is Br, R^ R^, R-*, RS, r6^ r? and R^ together are each hydrogen 
atom is excluded and a compound of the formula I, where R^ is Br, R*", R2, R4, rs^ rs^ r7 and R® together are each 
hydrogen atom is excluded. 

[0009] Even more prefenred are compounds of formula (M) 




(II) 



30 

and/or a stereoisomericform of the compounds of the formula II and/or a physiologically tolerable salt of the compounds 
of the fomiula II, wherein; 

^5 R"", R2 and R^ are independently of one another hydrogen atom, halogen, cyano, amino, -0-(Ci-C4)-alkyl, nitro, 

-CF3. -CF2-CF3, -S(0)y-R'»'*, wherein y is 1 or 2, R""* Is amino, -(Ci-C7)-alkyl. phenyl, which is unsubstituted or 
mono- to tri- substituted as defined for substituents under 7.1 to 7.9, or -N(R'*3)2, 

wherein R"*^ is independently of one another hydrogen atom, -(C^-Cy^-alkyl -C(0)-(C.,-C7)-alky!, -C{0)- 
phenyl, -C(0)-O-phenyl, -C(0)-0-(Ci-C4)-alkyl or -(Ci-Cio)-alkyl. wherein alkyI or phenyl are unsubstituted or mo- 
40 no- to tri- substituted independently of one another as defined under 7.1 to 7.9, or 

R''3 together with nitrogen atom to which it is bonded form a heterocycle having 5 to 7 ring atoms, 
-C(0)-NH-(Ci-C4)-alkyl, -C(0)-0-(C^-C4)-alkyl or '{C^'C^Q)-a\ky\, wherein alkyl in each case is unsubstituted 
or mono- to tri- substituted independently ot one another as defined under 7.1 to 7.9, 
provided that at least one ot R\ R^ and R^ is not a hydrogen atom, and 
45 RS Is hydrogen atom, -(C^-Cio)"2ilky'. wherein alkyl is unsubstituted or mono- to tri- substituted independently of 

one another as defined under 7.1 to 7,4, 
-C(0)-R9 or -S(0)2-R®, wherein 

R® is -(C^-C.,o)-alky!, -0-(C.,-C.,Q)-alkyl, wherein alkyl is unsubstituted or mono- to tri- substituted inde- 
pendently of one another as defined under 7.1 to 7.4, or phenyl, which is unsubstituted or mono- to tri- substitutisd 
^ as defined under 7.1 to 7.9, or -N(R''3)2, 

wherein R"*^ is as defined above, 

provided that a compound of the fomnula II, where R"" is Br and R2, R3 and R5 are each a hydrogen atom is excluded 
and a compound of the fomnula II, where R2 is Br and R2, R3 and R^ are each a hydrogen atom is excluded. 
55 [0010] Most preferred are compounds of formula (II). wherein 

R** . R2 and R3 are independently from one another hydrogen atom, halogen, cyano, amino, -0-(Ci-C4)-alkyl, nitro, 
-CFg orN(Ri3)2. 
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10 



15 



Wherein Ri3 is independently of one another hydrogen atom. -(C^-Cyj-alkyl. -C(OHCi.C7)-alkyl. -C(0)-phe- 
nyl or -C(0)-O>(C^-C4)-alkyl. wherein alkyl or phenyl are unsubstituted or mono- to tri- substituted independently 
of one another by halogen or -0-(Ci-C4)-alkyl. and 

R5 is hydrogen atom. .C(0).CH3. methyl. -SCO^-CHa. -C(0).morpholinyl. ^^Ha-CHg-OH or -CHa-CCOj-NH^. 
provided that no more than two of Ri, R2, R3 and RS are a hydrogen atom. 

[0011] Most highly prefenred are compounds of formula (II). wherein Ri is bromo. -CF3 or chloro R2 is hydrogen 
atom or 0-{Ci-C2)-aIkyl, R^ is hydrogen atom, bromo, chloro or -NCR'*^)^, ■ 

wherein R13 is independently of one another hydrogen atom. -C(Q)-phenyl. -(Ci-C7)-alkyl. -C(0)-(Ci-C4)-alkyl 
or -C(0)-0-(Ci-C^-alkyl, wherein alkyl or phenyl are unsubstituted or mono- to trisubstituled independently of one 
another by halogen or -O-IC^ -C^^alkyl, and 
R5 is hydrogen atom. -C(0)-CH3, methyl or -S(0)2-CH3. 
provided that no more than two of R\ R2, R3 and RS are a hydrogen atom. 

[001 2] Specifte prefen-ed compounds and all phamnaceutically acceptable salts thereof which are illustrative of the 
compounds of the invention include the following; 



20 



25 





30 




35 



40 



H,C 




H3C 




45 



so 



55 



The term -alkyr by itself or as part on another substituent, unless otherwise stated means a straight or branched 
Chain hydrocarbon radical having 1 to 1 0 carbon atoms such as methyl, ethyl, n-propyl. isopropyl. n-butyl, tertiary- 
butyl, hexyl, heptyl, nonyl, octyl decanyl. - y . <«y 

The term -alkoxy" by itself or as part on another substituent. unless otherwise stated means -O-alkyI or -O-sub- 
stituted alkyl. ' 

The tenn -heterocycle having 5 to 7 ring atoms" represents a radical of a monocyclic saturated system having 5 
to 7 nng members, which contains 1 . 2 or 3 heteroatoms as ring members. Examples of heteroatoms are N O 
and S. Examples of the term heterocycle having S to 7 ring atoms are pyrolidine, tetrahydropyridlne, piperidine 
piperazine. imidazoline, pyrazolidine. morpholine. imidazoline, isoxazolldine. 2-isoxa2oline. isothiazolidine. 2-iso- 
thiazoline or thiomorpholine. 

The term "aryl" by itself or as part on another substituent, unless otherwise stated refers to an organic radical 
derived from an aromatic molecule by removal of one atom; such as phenyl, pyridyl. thiazole. and naphthyl 
The temi "substituted alkyP means an alkyl radical substituted at one or more positions by one or more radicals 
of the group halogen, nitro. sulfo. amino, substituted amino, carboxyl. alkoxy. -O-aryl. -O-substituted aryl and 
hydroxyl. The term "substituted aryl" means an aryl radical substituted at one or more positions by one or more 
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radicals of the group halogen, alkyi, substituted alkyi, nitro. sulfo. amino, alkoxy, aryl, substituted aryi, or hydroxyl 
groups, preferred Is an aryl radical substituted at 1 to 3 positions by 1 to 3 groups. 

The term "substituted amino" refers to -N(R^3)2 wherein R'l^is independently of one another hydrogen atom, sulfo, 
alkyi, aryl. -C(0)-alkyl. C(0)-NH-aryl. -C{0)-0-aryl. -C(0)-0-alkyl, or C(0)-0-aryl, wherein each alkyi or aryl may 
be independently substituted. 

The term "sulfo" refers to -S(0)y-R'''*. wherein R"** is an alkyl, aryl, substituted aryl, substituted alkyi, amino, or 
substituted amino and y is zero, one or two. The term "halogen" is understood as meaning fluorine, chlorine, 
bromine or iodine. 

The term "-(Ci-C4.)-alkyr' is understood as meaning hydrocarbon radicals whose carbon chain is linear or branched 
and contains 1 to 4 carbon atoms. 

[0013] The invention further relates to a process for the preparation of the compounds of the formula I and/or a 
stereoisomeric form of the compounds of the formula I and/or of a physiologically tolerable salt of the compounds of 
the formula I. which comprises 

a) reacting a compound of formula III 




in which R"*. R2, R3 R4^ Bg, By, Bg and Bg are each as defined In fomnula I, with a conrpound of the fomnula IV, 




in the presence of a acid, converting into a compound of the formula V, 




and is reacted with hydrazine hydrate and later with formaldehyde (R^ is H) or R^CHO to give a compound of 
formula VI 
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(VJ) 



and oxidized to give a compound of the formula VII, 




B7 



(VII) 



4 



R6 



where Ri to R* and Bg to Bg are as defined in formula I and RS is hydrogen atom, or 
b) a compound of the formula VII Is reacted with a compound of the fonnula VIII 



Y-R^ (Vlll) 



where Y is halogen or -OH and RS is as defined in fomiula I. to give a compound of the formula I, or 

c) resolving a compound of the formula I, which on account of Its chemical structure occurs In enantiomeric forms 
prepared by process a) orb) Into the pure enanliomers by salt fomnatlon with enantiomerically pure acids or bases' 
chromatography on chiral stationary phases or derivatization by means of chiral enantiomerically pure compounds 
such as ammo acids, separation of the diastereomers thus obtained, and removal of the chiral auxiliary groups, or 

d) isolating the compound of the formula I prepared by process, a), b) ore) either in free form or. in the case of the 
presence of acidic or basic groups, con>«rting it into physiologically tolerable salts. 

[0014] The preparation of physiologically. tolerable salts of compounds of the formula I capable of salt formation 
inchjding their stereoisomeric forms, is earned out in a manner known per se. With basic reagents such as hydroxides' 
caitoonates. hydrogencarbonates, alkoxides and also ammonia or organic bases, for example trimethyl- ortriethyl- 
amine, ethanolamine or triethanolamine or alternatively basic amino acids, for example lysine, omithine or arginine 
the carboxylic acids fonn stable alkali metal, alkaline earth metal or optionally substituted ammonium salts. If the com- 
pounds of the formula I contain basic groups, stable acid addition salts can also be prepared using strong acids For 
this, both inorganic and organic acids such as hydrochloric, hydrobromic. sulfuric, phosphoric, methanesulfonic, ben- 
zenesulfonic, p-toluenesulfonic. 4-bromoben2enesulfonlc. cyclohexylamidosulfonic, trifluoromethylsulfonic, acetic 
oxalic, tartaric, succinic or trifluoroacetic acid are suitable. 

[001 5] The invention also relates to phamiaceuticals which comprise an efficacious amount of at least one compound 
of the formula I and/or of a physiologically tolerable salt of the compounds of the fomiula I and/or an optionally stere- 

oisomencfoiTO of the compounds of the fomiulal.togetherwithaphamiaceuticany suitable and physiologically tolerable 
excipient, additive and/or other active compounds and auxiliaries. 

[001 6] On account of the phannacological properties, the compounds according to the invention are suitable for the 
prophylaxis and therapy of all those disorders in whose course an increased activity of IkB kinase is Involved These 
include, for example, asthma, rheumatoid arthritis (in the case of inflammation), osteoarthritis. Alzheimer's disease 
carcinomatous disorders (potentiation of cytotoxic therapies), cardiac infarct or atherosclerosis 
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[001 T] The pharmaceuticals according to the invention are in general administered orally or parentally or by rectal, 
inhale or transdermal administration. 

[0018] The invention also relates to the use of the compounds of the formula I 




(0 



15 

and/or a stereolsomeric fomi of the compounds of the f omnula I and/or a physiologically tolerable salt of the compounds 
of the formula I, 

where Bg, By, Bg and Bg are independently selected from the group consisting of carbon atom and nitrogen atom and 
^o where Bg, B7, Bg and Bg together are no more than two nitrogen atoms at the same time; 
where the substituents R"*, R2, R3, r4 and R^ independently of one another are 

1 . hydrogen atom, 

2. halogen, 
^5 3. -OH, 

4. -CN, 

5. sulfo, 

6. -NO2. 

7. -NHg, 
3D 8. alkoxy, 

9. substituted amino, 

10. -COOH, 

11 . -O-R10, wherein Rio is alkyi, substituted alkyi or aryl, 

12. -C(0)-R''2, wherein R12 is alkyi, substituted alkyi or aryl, 
35 13. -cp^O-Ris, wherein R'>2 is as defined above, 

14. aryl, 

15. -O-aryl, 

16. substituted aryl, 

17. -O-substituted aryl, 
40 18. alkyi, 

19. substituted alkyi, 
,20. -CF3 or 
21 . -CF2-CF3, 

45 provided that at least one of R\ R^, R3, and R^ is not a hydrogen atom, 
R5 is 

1 . hydrogen atom, 
50 2. alkyi. 

3. alkyi radical, substituted at one or more positions by one or more of the radicals, halogen, amino or hydroxyl 

4. -C(0)-R9 or . 

5. -S(0)2-R9, in which 

R9is 



a) alkyi, 

b) alkyi radical, substituted at one or more positions by one or more of the radicals, halogen, amino or 
hydroxyl. 



5C;iD: <EP :.1 134221 A1 J.: 
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c) aryl. 

d) aryl radical, substituted at one or more positions by one or more of the radicals, halogen, amino, or 
hydroxy!, 

e) -NHg. 

5 f) alkoxy or 

g) substituted amino, and 

R6 and R7 independently of one another are 

^0 1 . hydrogen atom. 

2. halogen. 

3. -OH. 

4. methyl, 

^ 5. •0-(C,-Cio)-alkyl, wherein alkyi is unsubstituted or mono- to trisubstituted independently of one another by 

5.1 aryl. 

5.2 halogen. 

5.3 -NO2. 

5.4 sulfo. 
^ 5.5-COOH, 

5.6 -NHg, 

5.7 -0-(Ci-C4)-alkyl or 

5.8 -OH. or 



25 



30 



SO 



6. N(R"'3)2. wherein R''^ is independently of one another hydrogen atom. aryl. -C(0)-(Ci-C4)-alkyl or substituted 
aryl or alkyI, wherein alkyl is unsubstituted or mono- to tri- substituted independently of one another as defined 
under 5.1 to 5.8, or R'i3 together with the nitrogen atom to which It is bonded fonm a heterocycle having 5 to 
7 ring atoms. 

[0019] Preferred is the use of the compounds of formula I, wherein Bg. B7. Bg. and 89 are each a carbon atom, 
R\ R2, r3, r4 3p^j r8 independently of one another are 



1 . hydrogen atom, 

2. halogen. 
35 3. -ON, 

4. -COOH, 

5. -NO2. 

6. -NHg. 

7. -0-(Ci-Cio)'a'kyl» wherein alkyl is mono- to penta- substituted independently of one another by 

40 

7.1 phenyl, which is unsubstituted or mono- to pentasubstrtuted by halogen or -0-(C^-C4)-alkyl, 

7.2 halogen, 

7.3 -NH2. 
. 7.4 -OH, 

7.5 -COOH, 

7.6 -NO2. 

7.7 -S(0)y-R"»^, wherein y is zero. 1 or 2, R^-* is -(Ci-Cio)-alkyl, phenyl, which is unsubstituted or mono- to 
pentasubstituted as defined for substltuents under 7.1 to 7.9, amino or -N(R'«3)2, wherein R^^ is independently 
of one another hydrogen atom., phenyl, -(Ci-Cio)-alkyl, -C{0)-(Ci-C7)-alkyl, -G(0)-phenyl. -C(0)-NH-(Ci-G7). 
alkyl. -C(0)-0-phenyl. -C(0)-NH-phenyl. -C(0)-0-(Ci-C7).alkyl. -S(0)y-R^^. wherein R""^ and y are as defined 
above, 

and wherein alkyl or phenyl in each case are unsubstituted or mono- to penta- substituted independently of 
one another as defined under 7.1 to 7.9 above, or 

R13 together with the nitrogen atom to which it is bonded fomn a heterocycle having 5 to 7 ring atoms 
55 7.8 -0-(Ci-Cio)-alkyi or 

7.9 -O-phenyl. 

8. -N(Ri3)2. wherein R13 is as defined in 7.7 above. 
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9. -S(0)y-R^^ wherein R^-* and y are as defined in 7.7 above, 

1 0. -C(0)-R''2, wherein R^2 jg phenyl or -(C,-C7)-aIkyl, wherein alkyi or phenyl are unsubstltuted or nnono- to penta- 
substituted independently of one another as defined under 7.1 to 7.9 above, 

11 . -C(0)-0-Ri2, wherein R''^ is as defined under 10. above, 

5 12. -(Ci-Cio)*3*M. wherein alky! is unsubstltuted or mono- to pentasubstituted independently of one another as 

defined under 7.1 to 7.9 above, 

13. -CFg or 

14. -CF2-CF3, 

10 provided that at least one of R"". R2, R3, and RS is not a hydrogen atom, 
R5 is 

1 . hydrogen atom, 

2. -(Ci-Cio)-alkyl, wherein alkyI is unsubstltuted or mono- to pentasubstituted Independently of one another as 
*5 defined under 7.1 to 7.4 above, 

3. -C(0)-R9, wherein R^ is 

-NHg, -(Ci-C^Q)-alkyl, wherein alky! is unsubstltuted or mono- to penta- substituted independently of one 
another as defined under 7.1 to 7.4, or -N(R''2)2. wherein R'*^ is as defined in 7.7 above, or 

4. -S(0)2-R9, wherein R® is as defined in 3 above, and 

20 

R^ and R^ independently of one another are hydrogen atom or methyl. 

[0020] More preferred Is the use of compounds of formula I for the production of pharmaceuticals for the prophylaxis 
and therapy of disorders in whose course an increased activity of Ij^B kinase is involved, wherein 

25 Bg, B7, Bg, and 89 are each a carbon atom, 

R^ R2, r3 and R"^ independently of one another are hydrogen atom, halogen, cyano, nitro, amino, -©-(C^-Cy)- 
aikyl, phenyl, -O-phenyl, -CF3. -CF2-CF3, -N(R"«3)2, 

wherein R^s is independently of one another hydrogen atom, -(C.,-C7)-alkyl, phenyl, -C(0)-phenyl, -C 
(0)-NH.phenyl. -C(0)-OiDhenyl, -C(0)-0-(Ci-C^-alkyl. .C(0)-(Ci-C7)-alkyl or-(Ci-C,o)-aIkyl, wherein alkyI or 
30 phenyl are unsubstltuted or mono- to trisubstituted independently of one another as defined under 7.1 to 7.9, or 

R"*^ together with the nitrogen atom to which it Is bonded fomn a heterocycle having 5 to 7 ring atoms. 

S(0)y-R^^ wherein y is zero, 1 or 2. and R"*^ is -(Ci-Cio)-alkyl, phenyl, which Is unsubstltuted or mono- to 
penta- substituted as defined for substituents under 7.1 to 7,9, amino or -N{R''3)2, wherein R^^ is as defined above, 
wherein alkyI Is unsubstltuted or mono- to tri- substituted independently of one another as defined 
35 under 7,1 to 7.9, or -C(0)-0-R'i2, wherein R12 is as defined above, 

R^, R7 and R8 independently of one another are hydrogen atom, methyl, amino, -N(R^3)2, wherein R^3 Is as defined 
above, provided that at least one of R'', R2, r3, r-* and R® is not a hydrogen atom, and 
rs is as defined above. 

40 [0021] Even more prefenred Is the use of compounds of fonmula II 



45 
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(ii) 



and/or a stereoisomeric form of the compounds of the formula II and/or a physiologically tolerable salt of the compounds 
of the formula H, for the production of phamnaceuticals for the prophylaxis and therapy of disorders in whose course 
55 an increased activity of 1^8 kinase is involved, wherein; 

R\ R2 and R3 are independently from one another hydrogen atom, halogen, cyano, amino, -0-(Ci-C4)-alkyl, nitro, 
-CF3, -CF2-CF3, -S(0)y-Ri^, wherein y is 1 or 2, 

R^* is amino, -(C^-Cy^alkyl, phenyl, which is unsubstltuted or mono- to tri- substituted as defined forsub- 
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stituents under 7.1 to 7.9. or -N(R''^2. 

wherein Is independently of one another hydrogen atom, -(Ci-C7)-alkyl -C(0)-(C^-C7)-aIkyl, -C 
(0)>phenyl, -C(0)-0-phenyl, -C(0)-0-(Ci-CJ-aIkylor-(Ci-Cio)-a!kyl. wherein alkyi or phenyl are unsubstltuted or mo- 
no- to trisubstituted independently of one another as defined under 7.1 to 7.9. or 

together with nitrogen atom to which It is bonded fomn a heterocycle having 5 to 7 ring atoms, 

-C(0)-NH-(C,-CJ-alkyl. -C{0)-0-(C^-C4)-alkyl or -(Ci-C-,o)-a»M. wherein alkyI in each case Is unsubstl- 
tuted or mono- to trisubstituted independently of one another as defined under 7.1 to 7.9» 
provided that at least one of Ffi and is not a hydrogen atom, and 
R5 Is hydrogen atom, -(Ci-Cio)-alkyl, 

wherein alkyI Is unsubstltuted or mono- to tri- substituted Independently of one another as defined under 7 1 to 7 4 
-C(0)-R9 or -S(0)2-R9. wherein 

R9 is -(Ci-Cio)>alkyl. -0-(Ci-C,o)'a'kyl, 

wherein alkyI is unsubstltuted or mono- to tri- substituted independently of one another as defined under 
7.1 to 7.4, phenyl, which is unsubstltuted or mono- to tri- substituted as defined under 7.1 to 7.9, or -N(R'»3)2, 

wherein R^^ is as defined above. 
[0022] Most preferred is the use of the compounds of formula II for the production of pharmaceuticals for the proph- 
ylaxis and therapy of disorders in whose course an Increased activity of 1,^ kinase is involved, wherein 

R^ R2 and R^ are Independently from one another hydrogen atom, halogen, cyano, amino. -0-(Ci-C>L)-aIkvl nilro 
-CF3 or N(R13)2, V 1 4/ . 

wherein R^3 independently of one another hydrogen atom, -(C^-C7)-alkyl, -C{0)-(Ci-C7)-alkyl, -C(0)-phe- 
nyl or -C(0)-0-{C^-C4)-alkyl, wherein alkyI or phenyl are unsubstltuted or mono- to tri- substituted independently 
of one another by halogen or ~0-(Ci-C4)-alkyl, and 

R5 is hydrogen atom. -C(0)-CH3. methyl, -S(0)2-CH3. -C(0)-morphollnyl, -CHa-CHg-OH or -CH2-C{0)-NH2, 
provided that no more than two of R1. R2 r3 and R^ are a hydrogen atom. 

[0023] Most highly preferred Is the use of the compounds of formula II for the production of pharmaceuticals for the 
prophylaxis and therapy of disorders in whose course an increased activity of IkB kinase is involved, wherein R*" is 
bromo, -CF3 or chloro, R2 is hydrogen atom or 0-(Ci-C2)-alkyl. R3 is hydrogen atom, bromo. chloro or -N(Ri3)2. 
30 wherein Ri3 is independently of one another hydrogen atom, -C(0)-phenyl, -(Ci-Cy^alkyl, -C(0)-(Ci-C4)-alkyI or -C 
{0)-O-(Ci-C4)-alkyI, wherein alkyI or phenyl are unsubstltuted or mono- to tri- substituted independently of one another 
by halogen or -0-(Ci-C2)-alkyl. and 

R5 is hydrogen atom. -C(0)-CH3. methyl or -S(0)2-CH3, provided that no more than two of Ri, R2. R3 and RS are a 
hydrogen atom. 

[0024] Specific preferred is the use of the compounds of formula II for the production of pharmaceuticals for the 
prophylaxis and therapy of disorders in whose course an Increased activity of IkB kinase is involved, wherein 
R^ is chloro, R^ and R^^ are each hydrogen atom, and RS Is -C(0)-CH3, or 
R*" is bromo, R2 and R^ are each hydrogen atom, and RS is -C(0)-CH3, or 

R1 is chloro, R3 is -N-C(O)-CH2-0-CH3 and R2 and RS are each hydrogen atom, or R^ is chloro, R3 is -N-C(0)-para- 
fluoro-pheny! and R2 and RS are each hydrogen atom, or R1 and R^ are each chloro. R2 is -C(0)-CH3 and RS is hydrogen 
atom, or 

R"" and R3 are each chloro. RS is hydrogen atom and R2 is -C(0)-CH2-CH3. 

[0025] Disorders in whose course an increased activity of IkB kinase is involved include, for example, asthma, os- 
teoarthritis, rtieumatoid arthritis (In the case of inflarinmation), Alzheimer's disease, carcinomatous disorders (potenti- 
45 ation of cytotoxic therapies) and cardiac Infarct. 

[0026] The invention also relates to a process for the production of a phamiaceutlcaL which comprises bringing at 
least one compound of the formula I into a suitable administration form using a phamiaceutically suitable and physio- 
logically tolerable exciplent and, if appropriate, further suitable active compounds, additives or auxiliaries. 
[0027] Suitable solid or pharmaceutical preparation forms are, for example, granules, powders, coated tablets, tab- 
lets, (micro)capsules, suppositories, synjps, juices, suspensions, emulsions, drops or injectable solutions, and prep- 
arations having protracted release of active compound, in whose preparation customary auxiliaries, such as exciplents. 
disintegrants, binders, coating agents, swelling agents, glidants or lubricants, flavourings, sweeteners and solubilizere 
are used. Frequently used auxiliaries which may be mentioned are magnesium carbonate, titanium dioxide, lactose, 
mannitol and other sugars, talc, lactoprotein, gelatin, starch, cellulose and its derivatives, animal and vegetable oils 
such as cod liver oil, sunflower, groundnut or sesame oil, polyethylene glycol and solvents such as, for example, sterile 
water and mono-or polyhydric alcohols such as glycerol. 

[0028] The pharmaceutical preparations are preferably produced and administered in dose units, each unit containing 
as active constituent a certain dose of the compound of the fomr^ula I according to the invention. In the case of solid 
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dose units such as tablets, capsules, coated tablets or suppositories, this dose can be up to approximately 1000 mg, 
preferably from approximately 50 mg to 300 mg and in the case of injection solutions in ampoule form up to approxi- 
mately 300 mg. preferably from approximately 10 mg to 100 mg. 

[0029] For the treatment of an aduft patient weighing approximately 70 kg, depending on the efficacy of the compound 
according to formula !, daily doses of approximately 20 mg to 1000 mg of active compound, preferably from approxi- 
mately 1 00 mg to 500 mg, are indicated. Under certain circumstances ^ however, even higher or lower daily doses may 
be appropriate. The administration of the daily dose can be carried out both by single administration in the form of an 
individual dose unit or else of a number of smaller dose units and by multiple administration of subdivided doses at 
specific intervals. 

[0030] As a rule, final products are detemnined by mass-spectroscopic methods (FAB-, ESI-MS). Temperatures are 
given in degrees Celsius, RT means room temperature (22 •^C to 26 •C). Abbreviations used are either explained or 
correspond to the customary conventions. 

Example 1 , 7-bromo-p-carboline 

[0031 ] A solution of norharmane (600 mg, 3.57 mmol) in tetrahydrofuran (THf; SO ml) was treated with bromine (0.40 
ml, 7.80 mmol) at RT while stirring. After stirring for 1 8 h at RT, the reaction was concentrated under reduced pressure 
and the resulting residue was sonicated In 1 0% aqueous NagCOg (1 00 ml). The product was filtered and washed with 
water to give 905 mg of crude product. The crude product was crystallized from xylenes to provide in two crops 580 
mg of 7-bromo-p-carboline. 

Example 2, 1 -acetyl-7-bromo- p -carboline 

[0032] A solution of Example 1 (25 mg, 0.1 mmol) in dimetylfomnamide (DMF; 2 ml) was treated with 0.10 ml of 1 M 
aqueous NaOH (0.10 mmol). After stirring at RTfor 30 minutes, acetic anhydride (0.010 ml, 0.095 mmol) was added 
and reaction stin-ed 1 8 h at RT. The reaction was partitioned in EtOAc and 5% citric acid and the organic layer washed 
with water, dried (brine; MgS04), and concentrated to give 23 mg of crude product. The crude product was chroma- 
tographed (7:3 hexane-acetone) on silica gel to give 10 mg of 1 -acetyl-7-bromo-p-carboline. 

Example 3, 7-fluoro- p -carboline 

[0033] A mixture of 5-fluorotryptamine hydrochloride (200 mg, 0.93 mmol) in EtOAc (4 ml) and water (2 ml) was 
treated with glyoxalic acid hydrate (90 mg, 0.98 mmol). The pH of the aqueous layer was adjusted to 5 (with 5% 
NaHCOg then 1 M HCI) and the mixture stirred vigorously at RT for 1 8 h. The mixture was then diluted with hexane (4 
ml) and the product filtered and washed with water and (1 :1) hexane-ethyl acetate. 

[0034] The crude product from above in 6N HCI (3 ml) was treated 3 times with concentrated HCI (0.050 mi) every 
15 min while refluxing. After refluxing for a total of 45 min, the reaction was concentrated to give a residue. The above 
residue was slun-ed in xylenes with triethylamine (0.40 ml, 2.9 mmol) and 1 0% Pd/C (200 mg). The mixture was refluxed 
for 1 h and then filtered hot through celite. The filtrate was concentrated and the residue chromatographed (5:95 meth- 
anol-chlorofomi) on silica gel to give 25 mg of 7-fluoro-p-carboline. 

Example 4, 7-isopropyl- p -carboline hydrochloride 

[0035] A mixture of 4-isopropylphenylhydra2ine hydrochloride (660 mg, 3.55 mmol) and 4-phthalimidobutanal diethyl 
acetal (1.15 g, 3.95 mmol) in Ethanol (EtOH; 30 ml) was heated at 60 •C to 65 "C for 1 h with water (0.050 ml). The 
mixture was then treated with concentrated HCI (0.50 ml) and refluxed for 14 h. After concentrating the reaction, the 
residue was partioned in methylene chloride and saturated aqueous NaHCOs. The aqueous solution was extracted 
with methylene chloride (3 times) and the combined organic solutions were dried (MgSO^) and concentrated to give 
after chromatography (4:1 hexane-ethyl acetate) on silica gel 146 mg of product. 

[0036] The above product was treated with hydrazine hydrate (1 ml) in EtOH (4 ml) and water (1 ml) and stirred at 
RT overnight. After concentrating the reaction to an aqueous mixture, the product was extracted with methylene chloride 
(3 times). The combined organic solution was dried (MgS04) and concentrated. The residue was redissolved in meth- 
ylene chloride and treated with 1 M HCI in ether. The precipitate was collected and washed with ether and hexane and 
dried to provide 102 mg of 6-isopropyltryptamine hydrochloride salt. This tryptamine obtained above was transformed 
into 7-lsopropyl- p -carboline according to the procedure used in example 3. The hydrochloride salt was obtained by 
treating a solution of 7-lsopropyl-p-carboline in methylene chloride with 1 M HCI in ether and concentrating. The residue 
was triturated with (1:1) methylene chloride-hexane to give 15 mg of 7-isopropyl-p-carboline hydrochloride. 
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Example 5, 7-cyano- p -carboline 

[0037] A dark solution of example 1 (1 90 mg. 0.62 mmol) and CuCN (11 0 mg, 1 .22 mmol) In N-methyl 2-pyrrolidone 
(1 ,5 ml) was heated in a sealed reaction tube at 200 *C for 48 h. The mixture was filtered and the fiftrate was diluted 
with water (50 ml). A brown solid that precipitated was filtered, washed with water, saturated aqueous NaHC03 and 
then methanol. This material was dissolved in DMSO and diluted with aqueous HCL This homogeneous dark solution 
was decolorized with charcoal, filtered and concentrated to give a concentrated solution in DMSO. This DMSO solution 
was partitioned in (1:1) EtOAc-THF and saturated aqueous NaHCOa. The organic solution was dried (MgSOJ and 
concentrate to give 8 mg of 7-cyano- p -carboline. 

Example 6, 7-nitro-p- carboline hydrochloride 

[0038] Noriiamnane (100 mg, 0.60 mmol) was treated with concentrated nitric acid (1.0 ml) and the resulting sus- 
pension was heated to 65 until the mixture became homogeneous (3 to 4 min). The solution was carefully poured 
into water (20 ml), and the precipitate filtered and washed with water then methanol. The solid was suspended in 
saturated aqueous NaHCOg and stirred vigorously before filtering and washing with water. The solid was taken up in 
hot methanol and this solution treated with 1M HCI in ether (5 ml). The solution was concentrated and the residue 
triturated with ether to provide 58 mg of a 7:3 mixture of 7-nitro- p <:art>oIine hydrochloride and S-nitro- p-carbollne 
hydrochloride. 

Example 7, 7-carboxy- p - carboline trifluoroacetat 

[0039] Crude product from example 5 (from 21 0 mg of example 1 . 0.85 mmol) was treated with 6 M HCI in a sealed 
reaction tube for 15 h at 110 "^C. The reaction was evaporated to give a concentrated solution of product in N-methy! 
2.pyn'olidone. A portion (haff) was purified by preparative H PLC using a C^e-packed column and eluting with a gradient 
(5:95 to 50:50) of water-acetonitril (with 0.1 % trifluoracetic acid). The pure fractions were combined and lyophilized to 
provide 11 mg of 7-carboxy- p -cartDOline trifluoroacetate. 

Example 8. 7.9-dibromo- p - carboline hydrochloride 

[O040] A solution of the product from example 1 (140 mg, 0.58 mmol) in THF (2 ml) was treated with bromine (0 50 
ml). After 1 0 min at RT. the reaction was diluted with chlorofomi and the product was filtered. The filtered product was 
taken up in methanol and treated with 1M HCI in ether and concentrated. The residue was triturated with ether to 
provide 1 60 mg of 7,9-dibromo- p-carboline hydrochloride. 

Example 9, 7,9-dichloro- p - cariDOline 

[0041] To a suspension of nortiarmane (84 mg. 0.50 mmol) in water (3 ml) at RT was added 1 M aqueous HCI (1 1 
ml, 1 .1 mmol). To this homogenous solution was added N-chlorosuccinimide (747 mg. 5.58 mmol) portionwise and the 
resulting solution was stin-ed at 60 »C to 70 -C for 3h. The reaction was partitioned In EtOAc and saturated aqueous 
NaHC03 and the organic layer was dried (brine; MgSOJ and then concentrated. The residue was chromatographed 
(2:3 THF-hexane) on sifica gel to give 24 mg of 7.9-dichloro- p -carboline after triturating with (1 :1 ) methylene chloride- 
hexane, then with hexane. 

Example 10, 1-acetyl-7-bromo- p - carboline 

[0042] To a suspension of NaH (95%, 1 4 mg. 0.60 mmol) in DMF (1 .0 ml) at 5 'C to 1 0 ^C was added the product 
from example 1 (74 mg, 0.30 mmol). The resulting mixture was stirred for 15 min at 5 ^C to 10 "C before adding 
methanesulfonylchloride (0.030 ml, 0.38 mmol). The reaction was allowed to wann to RT and stirred for 2 h before 
partitioning into saturated aqueous NaHCOa and EtOAc. After stining the mixture ovemight, the organic layer was 
washed with water, dried (brine; MgS04). and concentrated. The residue was purified by chromatography (1:1 hexane- 
ethyl acetate) on silica gel to give 23 mg of 1 -acetyl-7-bromo- p-cart>oline. 

Example 11, 7-bromo-1 -methyl- p - carboline 

[0043] To a suspension of NaH (95%, 6 mg. 0.24 mmol) in DMF (2.0 ml) at 5 «»C to 10 "^C was added the product 
from example 1 (50 mg, 0.20 mmol). The resulting mixture was stinted for 1 5 min at 5 *»C to 1 0 *»C before adding methyl- 
iod.de (0.030 ml. 0.20 mmol) at 0 ^C to 5 ^C. The reaction stirred for 12 h at 0 to 5 before partitioning into water 
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and EtOAc.The organic layer was washed with water, dried (brine; MgS04), and concentrated. The residue was purified 
by chromatography (gradient. 1 :3 hexane-ethyl acetate to ethyl acetate) on silica gel to give 1 0 mg of 7-bromo-1 -metyhl- 
P -carboline. 

s Example 12, 7-chloro- p • carboline 

[0044] To a solution of norharmane (2.0 g, 11 .9 mmol) in water (89 ml) and 1 M aqueous HCI (29.8 ml, 29.8 mmol) 
was added N-chlorosuccinimide (3.17 g, 23.8 mmol) portionwise. The resulting solution was stirred at RT for 6 h. and 
then at 0 **C to 5 **C for 12 h. The reaction was diluted with water (100 ml) and basified cautiously with solid K2CO3 
10 (4.3 g). After stirring at RT for 1 h, the product was collected and washed with water. The crude product was refluxed 
in chloroform for 1 h and filtered after cooling to 16 *C to provide 2.05 g of 7-chloro- p -carboline. 

Example 13, 1-acetyl-7-ch!oro- p - carboline 
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[0045] To a solution of the product from example 12 (104 mg, 0.50 mmol) in DMF (2,0 ml) at 3 **C to 5 '*C was added 
NaH (95%, 15 mg, 0.625 mmol). The resulting mixture was stirred for 15 min before adding acetic anhydride (0.083 
ml, 0.875 mmol). The reaction was allowed to warm to RT and stirred for 3 h before pouring into with water (25 ml). 
The slurry was stirred for 12 h. and the product collected to give after chromatography (1 :3 hexane-ethyl acetate) on 
silica gel 82 mg of 1-acetyl-7-chloro- p -carboline. 

Example 14. 7-chloro-9-nitro- p - carboline 



[0046] A mixture of the product from example 12 (500 mg, 2.48 mmol) in concentrated nitric acid (20 ml) was stirred 
at RT for 22 h. The reaction mixture was carefully poured into cold (3 *C to 5 *C) water (60 ml), and after stirring for 2 
25 h the precipitate was collected. The solid was suspended in saturated aqueous NaHCOg (50 ml) and stirred at RT for 
12 h. The product was filtered and washed with water to provide 550 mg of 7-chioro-9-nitro- p -carboline 

Example 1 5, 9-amino-7-chloro- p - carboline 

30 [0047] To a suspension of the product from example 1 4 (648 mg, 2.22 mmol) in EtOH (1 4 ml) at 66 to 70 "C was 
added tin chloride dihydrate (2.5 g, 11 .1 mmol). 

[0048] Thereafter. 6M aqueous HCI (14 ml) was added dropwise. The mixture was stirred at 70 *C to 80 for 3.5 
h and then partitioned slowly into saturated aqueous NaHCOa (150 ml) and EtOAc (100 ml). The aqueous phase was 
extracted (2 times) and the combined organic solutions dried (brine; NaSOJ and concentrated to give 484 mg of 
35 9-amino-7-chloro- p -carboline. 

Example 1 6, 9-amino-7-chloro- p - carboline trif uoroacetate 

[0049] To a solution of the product from example 15 (35 mg, 0.16 mmol) in pyridine (0.80 ml) was added acetic 
^ anhydride (0.01 8 ml, 0.1 9 mmol). The resulting mixture was allowed to stand at RT for 12 h before pouring into water 
(1 5 ml). The crude product was filtered and purified by preparative HPLC using a C^Q-packed column and eluting with 
a gradient (5:95 to 60:40) of water-acetonitril (with 0.1% trifluoracetic acid). The pure fractions were combined and 
lyophilized to provide 18 mg of 9-amino-7-chloro- p -carboline trifluoroacetate. 

45 Example 17. 7-bromo-1-carbonyl-(4'-morpholine)- p - carboline 

[0050] A solution of the product from example 1 (125 mg, 0.51 mmol) in DMF (2 ml) was treated with 0.55 ml of 1M 
aqueous NaOH (0.55 mmol). After stirring at RTfor 30 minutes, 4-morpholinecariDonyl chloride (0.060 ml, 0.51 mmol) 
was added and reaction stirred 18 h at RT. The reaction was partitioned in EtOAc and 5% citric acid and the organic 
layer washed with water, dried (brine; MgSO^), and concentrated. The residue was chromatographed (7:3 hexane- 
acetone) on silica gel to give 105 mg of 7-bromo-1 -carbonyl-(4'-morpholino)- p -carboline. 

Example 18, 1-(2'-ethylacetate)-7-chloro- p - cartDoline 



[0051] To a suspension of NaH (95%, 28 mg, 1.15 mmol) in DMF (1.0 ml) at 5 •C to 10 was added the product 
from example 1 2 (202 mg, 1 .0 mmol) in DMF (3 ml). The resulting mixture was stirred for 30 min at 5 •C to 1 0 before 
adding ethyl bromoacetate (0.116 ml. 1 .05 mmol). The reaction was allowed to be stinred for 1 .5 h and then the reaction 
was diluted with saturated aqueous NaHCOg (30 ml). The product was extracted with EtOAc (30 ml; 2 times each 
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15ml), and the combined organic extracts were dried (brine; MgS04) then concentrated. The residue was purified by 
chromatography (1 :3 hexane-ethyl acetate) on silica gel to give 270 mg of 1 -(2'ethylacetate)-7-chloro- p-carboline. 

Example 19. 1-(2'-ethanoyl)-7-chloro- p - cariDOline 

[0052] To a solution of the product from example 18 (50 mg. 0.17 mmol) in THF (1 .7 ml) at 5 to 10 was added 
1 M LAH in THF (0.1 7 ml, 0.1 7 mmol). The resulting mixture was stirred for 2 h at 5 •C to 10 before adding EtOAc 
(0.1 0 ml). The mixture was subsequently diluted with EtOAc (5 ml) and slowly treated with saturated aqueous NaHCOg 
(5 ml). After dHuting with water (1 0 ml) and brine (10 ml) the mixture was extracted with EtOAc. The organic solution 
was dried (brine; MgS04) then concentrated to give 42 mg of 1 '(2'ethano!)-7-chloro- p -carboline. 

Example 20, 1-(2'-acetyl)-7-chloro- p - carboline 

[0053] To a solution of the product from example 1 8 (1 07 mg. 0.37 mmol) in MeOH (3.7 ml) at RT was added water 
(3.7 ml) followed by treatment with 1M aqueous NaOH (0.41 ml. 0.41 mmol). The resulting mixture was stin-ed for 2 h 
and the volatile removed under reduced pressure. The mixture was subsequently diluted with water (5 ml) and the pH 
adjusted to 5 to 6. The precipitate was filtered and washed with water to give 96 mg of 1-(2'-acetyl)-7-chloro- p -car- 
boline. 

so Example 21 . 8-methoxy- p - carboline 

[0054] Prepared from 6-methoxytryptamine using the procedure as in example 3. 
Example 22, see table 1 for structure 
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[0055] To a solution of the product from example 20 (59 mg. 0.23 mmol) in DMF (2.8 ml) at RT was added p-nitn:>- 
phenol (40 mg. 0.29 mmol) followed by 1-ethyl-3-(3-dinriethylaminopropyl)cariDodirmide (48 mg. 0.25 mmol). The re- 
sulting mixture was stirred for 1 .5 h at RT and then ammonium bicarbonate (55 mg, 0.69 mmol) was added. The reaction 
was stinred for 18 h at RT and then poured into water (20 ml). The aqueous mixture was basified to pH of about 10 
with K2CO3. The precipitate was filtered and washed with water to give 47 mg of the title compound. 

Example 23, 8-hydroxy-2-methyl- p - cari^oline 

[0056] A solution of harmine (616 mg. 2.9 mmol) in dichloroethane (20 ml) was treated with 2.0 ml of 1M BBrg (4 
mmol) in dichloroethane. The reaction was stirred at 60 •C for 48 h and then cooled to 0 before quenching with 
MeOH (5 ml). The reaction was concentrated and the residue triturated with methanol to give 413 mg of 8-hydroxy- 
2-methyl- p -carboline . 

Example 24, 6,8-dibromo-7-methoxy- p - carboline 

[0057] A solution of the product from example 30 (90 mg, 0.45 mmol) in acetic acid (8 ml) was treated with bromine 
(0,025 ml. 0.48 mmol). The reaction was stin-ed at RT for 1 8 h and then concentrated. The residue was partitioned in 
EtOAc and aqueous NaHCOa. The organic layer was dried (brine; MgS04) and concentrated. The residue was purified 
by chromatography (5:4 hexane-acetone) on silica gel to give 3 mg of 6,B-dibromo-7-methoxy- p -carboline. 

Example 25, see table 1 for structure 

[0058] A solution of the product from example 23 (60 mg. 0.30 mmol) in DMF (3 ml) was treated with KgCOg (100 
mg) andt-butyl bromoacetate (0,040 ml, 057 mmol). After stirring at RTfor 18 h, the reaction was partitioned in EtOAc 
and water. The organic layer was dried (brine; MgSO^) and then concentrated. The residue was chromatographed (1 : 
1 hexane-EtOAc) on silica gel to give 20 mg of the title compound. 

Example 26, see table for structure 

[0059] A solution of the product from example 23 (50 mg. 0.25 mmol) in DMF (3 ml) was treated with K2CO3 (100 
mg) and benzyl bromide (0,030 ml, 0.25 mmol). After stirring at RTfor 18 h. the reaction was partitioned in EtOAc and 
water. The organic layer was dried (brine; MgSO^) and then concentrated. The residue was chromatographed (1:1 
hexane-EtOAc) on silica gel to give 12 mg of the title compound. 
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Example 27, 7-ethoxy-2-methyl- p - carboline 

[0060] A solution of the product from example 23 (60 mg, 0.30 mmol) in DMF (3 ml) was treated with K2CO3 (100 
mg) and ethyl iodide (0,029 ml, 0.36 mmol). 
5 [0061] After stirring at RT for 18 h, the reaction was partitioned in EtOAc and water. The organic layer was dried 
(brine; MgS04) and then concentrated. The residue was chromatographed (1 :1 hexane-acetone) on silica gel to give 
20 mg of 7-ethoxy-2-methyl- p-carboline. 

Example 28, 7-bromo-2-methyl- p - carboline 

10 

[0062] Prepared from harmane using the same procedure as in example 1 . 
Example 29, see table 1 for structure 

[0063] A solution of the product from example 23 (60 mg, 0.30 mrno!) in DMF (3 ml) was treated with K2CO3 (100 
mg) and acetic anhydride (0,034 ml, 0.36 mmol). After stin-lng at RT for 18 h, the reaction was partitioned in EtOAc 
and water. The organic layer was dried (brine; MgSO^) and then concentrated. The residue was chromatographed (1 : 
1 hexane-acetone) on silica gel to give 18 mg of the title compound. 

20 Example 30, 7-methoxy- p - carboline 

. [0064] Prepared from S-methoxytryptamine using the procedure in example 3. 

Example 31 , 8-fluoro- p - carboiine 

25 

[0065] Prepared from 6-ftuorotryptamtne using the same procedure as in example 3. 
Example 32, 7-bromo-2-m ethyl -8-methoxy- p - carboline 
30 [0066] Prepared from harmine using the same procedure as in example 1 . 
Example 33. 7-hydroxy- P - carboline 

[0067] Prepared from the product of example 30 using the procedure in example 23. 

35 

Example 34, 7-chloro-8-fluoro- p • carboline 

[0068] Prepared from the product of example 31 using the procedure in example 12. 
^0 Example 35, 7-methoxy- 1 -methyl- p - carboline 

[0069] Prepared from the product of example 30 using the procedure in example 11 . 

Example 36 9-chloro-8-methoxy-p-carboline trifluoroacetate and Example 37 7,9-dichloro-8- methoxy-p-carboline 
45 trifluoroacetate 

[0070] A solution of the product from example 21 (1 95 mg, 1 .0 mmol) in 1 M HCI (3 ml) was treated with N-chloro- 
succinlmide (270 mg, 2 mmol) portionwise and the resulting solution was stirred at 60 **C to 70 **C for 3h. The reaction 
was evaporated and the crude product purified by preparative HPLC using a C^g-packed column and eluting with a 
so gradient (5:95 to 50:50) of water-acetonitril (with 0.1% trifluoroacetic acid). The pure fractions of each product were 
combined and lyophilized to provide 78 mg of 9-chloro-8-methoxy-p-carboline trifluoroacetate and 51 mg of 7,9-dichlo- 
ro-8- methoxy-p-carboline trifluoroacetate. 

Example 38 7,9-dichloro-8-hydroxy-p-carboline 

55 . 

[0071] A mixture of the product of example 37 (590 mg, 2.21 mmol) in methylene chloride (25 ml) at 35 **C was 
treated with a solution of BBr^ in methylene chloride (1 M, 6 ml, 6 mmol). After ref luxing for 3h, the reaction was quenched 
with methanol (5 ml) and then concentrated. The residue was slurred in 60% NaHCOs solution, the product filtered 
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and washed with water to give 500 mg of 7,9-dichloro-8-hydroxy-p-carboline. 
Example 39 7,9-dlchlon>-8-ethoxy-p-carboline 

[0072] A mixture of the product of example 38 (35 mg. 0.14 mmol), K2CO3 (1 00 mg). and ethyl iodide (0.014 ml 0 17 
mmol) in acetone (5 ml) was stirred in a closed reaction tube at RT for 3 days. After concentrating the reaction the 
residue was partitioned in ethyl acetate and water. The organic layer was dried (MgS04) and concentrated to give 
crude product. The crude product was chromatographed (5% methanol in chlorofomi) on silica gel to give 8 mq of 
7.9-dlchloro-8-ethoxy- p-carboline. j» . a » 

Example 40 7-chloro-8-fluoro-p-carboline trifluoroacetate 

[00731 A solution of the product of example 31 (78 mg, 0.42 mmol) in 1 M HCI (1 ml) was treated with N-chlorosuc- 
cmimide (115 mg. 0.9 mmol) portionwise and the resulting mixture was stirred at 60 "C to 70 "C for 3h The reaction 
was evaporated and the crude product purified by preparative HPLC using a Cis-packed column and eluting with a 
gradient (5:95 to 50:50) of water-acetonitril (with 0.1% trifluoroacetic acid). The pure fractions with product were com- 
bined and lyophilized to provide 33 mg of the title compound. 

Example 41 1-hydroxy-7-trifluoromethyl-p-carboline and Example 42 7-tri-fluoromethyl-p-carboline 

[0074] A solution of 3-hydroxy-2-piperdone (96 mg. 0.83 mmol) in methylene chloride (5 ml) was treated with Dess 
Martin reagent (352 mg. 0.85 mmol) at RT and the resulting mixture was stin-ed for 1h. After filtering the salts from the 
reaction, the ketone in solution was treated with 4-trifluoromethyl-phenylhydra2ine (145 mg, 0.83 mmol). After 15 min 
hcxanc (20 ml) was added and the hydrazone collected by filtration. This crude hydrazone was heated at 95 'C in 
fomnic acid (70%. 10 ml) for 1h. The reaction was evaporated and the residue was chromatographed (ethyl acetate) 
on sihca gel to gtve 60 mg of dihydro 1 -hydroxy-7-trif luoromethyl-p-carboline. 

[0075] A portion of dihydro 1 -hydroxy-7-trifluoromethyl-p-carboline (6 mg) in xylenes (1 ml) was treated with Pd/C 
(10%, 7 mg) and the mixture heated at 50 »C for one week. The reaction was concentrated after filtering it through 
celite, and the residue was chromatographed (1:1 hexane-ethyl acetate) on silica gel to give 1 mg of 1 -hydroxv-7-tri- 
fluoromethyl-P-carboline. 

[0076] A portion of dihydro 1 -hydroxy-7-trifluoromethyl-p-carboline (25 mg) in THF (1 ml) was treated with a solution 
of lithium aluminum hydride in THF (1 0.5 ml). The reaction was stirred at 60 "C for 6h before quenching with water 
(5 ml) and extracting with ethyl acetate (3 times 10 ml). The combined organic layers were dried (MgSO.) and con- 
centrated to provide tetrahydro 7-trifluoromethyl-p-carboline. Ttiis material was taken up in xylenes (5 ml) and treated 
with Pd/C (10%. 15 mg). The mixture was stin-ed at 150 »C for 48h before filtering through celite and concentrating 
The residue was chromatographed (ethyl acetate) on silica gel to give 5 mg of 7-tri-fluoromethyl-p-carboline. 

Example 43 7-chloro-9-(methylamino)-p-carboline trifluoroacetate 

[0077] A solution of the product of example 15 (50 mg. 0.23 mmol) in AcOH/methanol (1%. 3 ml) was treated with 
sodium cyanoborohydride (30 mg. 0.46 mmol) followed by formaldehyde (37%. 0.017 ml. 0.23 mmol). The reaction 
was stin-ed at RT for 36 h and then diluted with saturated NaHCOj (9 ml). After stirring for 15 min, the crude product 
was filtered and washed with water. The crude product was purified as described in example 46. The pure fractions 
with produa were combined and lyophilized to provide 13 mg of the title compound. 

Example 44 7-chloro-?-(dimethylamino)-p-cart30line trifluoroacetate 

[0078] A solution of the product of example 15 (50 mg. 0.23 mmOl) in AcOH/methanol (1%. 3 ml) was treated with 
sodium cyanoborohydride (30 mg. 0.46 mmol) followed by formaldehyde (37%. 0.060 ml. 0.69 mmol). The reaction 
was stirred at RT for 36 h and then diluted with saturated NaHCOg (9 ml). After stirring for 15 min. the crude product 
was filtered and washed with water. The crude product was purified as described in example 46. The pure fractions 
with product were combined and lyophilized to provide 40 mg of the title compound. 

Example 45 7-chk>ro-9-(methylsulfonylamino)-p-carboline trifluoroacetate 

[0079] A solution of the product of example 1 5 (30 mg. 0.1 4 mmol) in pyridine (0.5 ml) was treated with methanesul- 
f onyl chlonde (0.024 ml. 0.30 mmol) in two portions over 30h. The reaction was diluted with water (5 ml) and the crude 
product collected and washed with water (several times). The crude product was purified as described in example 46 
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The pure fractions with product were combined and lyophilized to provide 16 mg of the title compound. 
Example 46 7-chloro-9-(propyionylamino)-p-carboline trifluoroacetate 

[0080] A solution of the product of example 15 (30 mg, 0.14 mmol) in pyridine (1 .0 ml) was treated with propionyl 
chloride (0.015 ml, 0.17 mmol). After stirring at RT for 4h, the reaction was diluted with water (9 ml) and saturated 
NaHCOs (1 ml). The crude product was collected and washed with water (several times ). The crude product was 
purified by preparative HPLC using a C^s-packed column and eluting with a gradient (5:95 to 50:50) ot water-acetonitril 
(with 0.1% trifluoroacetic acid). The pure fractions with product were combined and lyophilized to provide 21 mg of the 
title compound. 

Example 47 7-chloro-9-(ben2oylamino)-p-carbonne trifluoroacetate 

[0081] A solution of the product of example 15 (30 mg, 0.14 mmol) in pyridine (1.0 ml) was treated with benzoyl 
chloride (0.020 ml, 0.17 mmol). After stirring at RT for 4h. the reaction was diluted with water (9 ml) and saturated 
NaHCOg (1 ml). The crude product was collected and washed with water (several times). The crude product was 
purified as described in example 46. The pure fractions with product were combined and lyophilized to provide 12 mg 
of 7-chloro-9-(benzoylamino)-p-carboline trifluoroacetate. 

Example 48 7-chloro-9-(Acetyl-methylamino)-p-carboline trifluoroacetate 

[0082] A solution of the product of example 43 (19 mg, 0.082 mmol) In pyridine (0.40 ml) was treated with acetic 
anhydride (0.037 ml, 0.36 mmol) in two portions over 48h. The reaction was subsequently concentrated to dryness 
and the residue coevaporated with AcOH under reduced pressure. The crude product was purified as described in 
example 46. The pure fractions with product were combined and lyophilized to provide 9 mg of the title compound. 

Example 49 7-chloro-9-(4-fluorobenzoylamino)-p-carboline trifluoroacetate 

[0083] A solution of the product of example 1 5 (30 mg. 0.14 mmol) in pyridine (1 .0 ml) was treated with 4-fluorobenzoyl 
chloride (0,018 ml, 0.17 mmol). After stirring at RT for 18h. the reaction was diluted with water (10 ml). The crude 
product was purified as described in example 46. The pure fractions with product were combined and lyophilized to 
provide 13 mg of the title compound. 

Example 50 

[0084] A cold (3 °C to 5 **C) solution of the product of example 15 (30 mg. 0.14 mmol) and pyridine (0.014 ml, 0.17 
mmol) in THF (0.7 ml) was treated with phenyl chlorofomriate (0.018 ml. 0.145 mmol). After stirring at RT for 2h, the 
reaction was partitioned in ethyl acetate and buffer (pH 7.2). The organic layer was dried (brine, Na2S04) and con- 
centrated to give 43 mg of phenyl carbamate. To a solution of phenyl cariDamate (30 mg, 0.089 mmol) in DMSO (0.5 
ml) was added 2-methoxyethylamine (0.01 0 ml, 0.10 mmol). After stirring at RT for 30 min, the crude reaction mixture 
was purified as described In example 46. The pure fractions with product were combined and lyophilized to provide 21 
mg of the title compound. 

Example 51 7-chloro-9-(methoxyacetylamino)-p-cartDoline trifluoroacetate 

[0085] A solution of the product of example 1 5 (35 mg, 0. 1 6 mmol) In pyridine (1 .0 ml) was treated with methoxyacetyl 
chloride (0.01 6 ml, 0.1 8 mmol). After stirring at RT for 2h, the reaction was diluted with water (1 0 ml). The crude product 
was purified as described in example 46. The pure fractions with product were combined and lyophilized to provide 32 
mg of the title compound. 

Example 52 7-chloro-9-(3-methoxybenzoxylamino)-p-carboIine trifluoroacetate 

[0086] A solution of the product of example 15 (30 mg, 0,14 mmol) in pyridine (1 .0 ml) was treated with m-anisoyi 
chloride (0.027 ml, 0.19 mmol) in two portions over 6h. The reaction was subsequently diluted with water (10 ml) and 
the crude product was purified as described in example 46. The pure fractions with product were combined and lyophi- 
lized to provide 33 mg of the title compound. 
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Example 53 7-chloro-9-(4-methoxybenzoxylamino)-p-carboline trifluoroacetate 

[0087] A solution of the product of example 15 (30 mg, 0.14 mmol) In pyridine (1.0 ml) was treated with p-anlsoyi 
chloride (37 mg, 0.22 mmol) in two portions over 24h. The reaction was subsequently diluted with water (10 ml) and 
the crude product was purified as described in example 46. The pure fractions with product were combined and lyophi- 
lized to provide 24 mg of the title compound. 

Example 54 7-chloro-9-(methylcarbamylamino)-p-carboline trifluoroacetate 

[0088] A solution of the product of example 15 (30 mg, 0.14 mmol) in pyridine (1.0 ml) was treated with p-anisoyi 
chloride (0.017 ml, 0.21 mmol) in two portions over4h. The reaction was subsequently diluted with water (10 ml) and 
the crude product was purified as described in example 46. The pure fractions with product were combined and lyophi- 
llzed to provide 35 mg of the title compound. 

Example 55 7-chloro-9-(isovalerylamino)-p-carboline trifluoroacetate 

[0089] A solution of the product of example 15 (35 mg, 0.1 6 mmol) in pyridine (1 .0 ml) was treated with isovaleryl- 
chloride (0.033 ml. 0.28 mmol) in two portions over 24h. The reaction was subsequently diluted with water (1 0 ml) and 
the crude product was purified as described in example 46. The pure fractions with product were combined and lyophi- 
lized to provide 52 mg of the title compound. 

[0090] The examples in Table 1 show the structures of the prepared compounds. 



Table 1 : 
Example 



Structure 



Empirical formula 



MS (M+ H) 



1 




CiiHTBrN: 



248 




CisHsBrNaO 



290 




C11H7FN2 



187 




C14H15CIN2 



CH 



211 
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Example 


Structure 


Empirical formula 


MS (M+ H) 


5 


^^==^r4^ ^ 


C12H7N3 


194 


6 




C11H8CIN3O2 


214 


7 


HQp 

F 


Ci4H9F3N204 


213 


8 


Br 


CnHyBrzCINa 


327 


9 




CnHeClzMz 


238 


10 


^1 ^^^^^^ 


Ci2H9BrN202S 


326 


11 




Ci2H9BrN2 


262 


12 


• 


C11H7CIN2 

1 


204 
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Example 


Structure 


Empirical formula 


MS (M+ H) 


1 




C12H10N2O 


199 








1 22 




1 C13H10CIN3O 


261 


1 23 




1 . C12H10N2O 


199 




Br 


Ci2H8Br2N20 


257 


L 




C18H20N2O3 


313 

• 


26 


Or 1 


C19H1SN20 


289 


1 


^''^'^^^^^^^^ ^ ^^^^ ^^^^ ^ 1 

^ 1 


C14H14N20 


227 


1 ft 






1 28 




Ci2H9BrN2 


262 
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Example 


Structure 


Empirical formula 


MS {M+ H) 




38 






254 j 


10 


1 'ao 






282 


15 


An 

1 *fU 






222 


20 








253 


25 


•42 






237 


30 


43 


MO ^ 




347 


35 


44 






361 


40 


45 




• 


411 


45 
SO 


46 






389 


55 


47 
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Example 


Structure 


Empirical formula 


MS (M+ H) 


48 






388 


49 


O HD 




454 


50 


O HO 




448 


51 


HLO > ^ pr 

O HO ^ 




404 


52 






467 


53 




• 


467 


54 


O HO 




391 


55 
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Pharmacological examples 



IkB kinase ELISA 



10 



15 



[0091] The in-vitro assay for detecting and measuring inhibition activity against kBa-kinase complex by candidate 
phamrtacological agents employs a biotinylated polypeptide spanning both Ser^s and Ser^^ of licBa and a specific 
antibody binding only to the phosphorylated fonri of the polypeptide,, being either monoclonal or polyclonal (such as 
the comnriercially-available anti-phospho-serine^s jicBa antibodies from New England Biolabs, Beverly, MA. USA, cat. 
#9240). Once the antibody-phospho-polypeptide complex Is formed, the complex can be detected by a variety of an- 
alytical methods utilizing such as radioactivity, luminescence, fluorescence or optical absorbance. For the use of the 
ELISA method, the complex can be Immobilized either onto a biotin-binding plate (such as Neutravidin coated plate) 
and detected with a secondary antibody conjugated to HRP, or onto an antibody-binding plate (such as Protein-A 
coated plate) and detected with biotin-binding protein conjugated to HRP (such as Streptavidin-HRP). The level of 
activity can be correlated with a standard curve using synthetic phosphopeptides corresponding to the substrate 
polypeptide. ■ 



Experimental 



20 



25 



30 



35 



40 



[0092] iKBa kinase complex was prepared by first diluting 10 mL of HeLa S3 cell-extracts S1 00 fraction with 40 mL 
of 50 mM HEPES pH 7.5. Then, 40% ammonium sulfate was added and incubated on ice for 30 minutes. Precipitated 
pellet was redissolved with 5 mL of SEC buffer (50 mM HEPES pH 7.5, 1 mM DTT, 0.5 mM EDTA, 10 mM 2-glycero- 
phosphate), clarified by centrifugation at 20.000 x g for 1 5 min., and filtration through a 0.22 |xm filter unit. Sample was 
loaded onto a 320-mL Superose-6 FPLC column (Amersham Phamnacia Biotech AB, Uppsala, Sweden) equilibrated 
with SEC buffer operated at 2 mL-/min flow rate at 4**C. Fractions spanning the 670-kDa molecular-weight marker were 
pooled for activation. Kinase-containing pool was then activated by incubating with 1 00 nM MEKK1 A, 250 p.M MgATP, 
10 mM MgCl2. 5 mM DTT, 10 mM 2-glycerophosphate, 2.5 p.M Microcystin-LR, for 45 minutes at 37**C. Activated 
enzyme was stored at -80*C until further use. 

[0093] Per well of a 96-well plate, compounds at various concentrations in 2 p,L DMSO were pre-incubated for 30 
minutes at 25*C with 43 \iL of activated enzyme diluted [1 :25] with assay buffer (50 mM HEPES pH 7.5, 5 mM DTT. 
1 0 mM MgClg, 1 0 mM 2-glycerophosphate, 2.5 m,M Microcystin-LR). Five microliters of peptide substrate (biotin-(CH2)5- 
DRHDSGLDSMKD-CONH2) St 200 p,M stock solution was added to each well and incubated for 1 hour before quench- 
ing with 150 [iL of 50 mM HEPES pH 7.5, 0.1% BSA, 50 mM EDTA, plus [1:200] antibody. Quenched kinase reaction 
samples and phosphopeptide-calibration standards (biotin-(CH2)6- DRHDS[P03]GLDSMKD-CONH2, serially diluted 
in assay buffer) at 100 \lL per well were transferred to a Proteln-A plate (Pierce Chemical Co., Rockford, IL, USA) and 
incubated for 2 hours, with shaking. Following 3 washes with PBS, 100 jtL of 0.5 p.g/mL Streptavidin conjugated with 
HRP (horseradish peroxidase) diluted with 50 mM HEPES/ 0.1% BSA, was added for 30 minutes. After 5 washes with 
PBS, 100 \iL TMB substrate (Kirkegaard & Perry Laboratories, Gaithersburg, MD, USA) was added and color devel- 
opment was stopped by adding 1 00 \lL of 0.1 8 M H2SO4. Absoriaance signals were recorded at 450 nm. Calibrationcurve 
standards were fitted by linear regression using a 4-parameter dose-response equation. Based on this standard curve, 
levels of kinase activity were calculated in order to detennine inhibition activity of candidate pharmacological agents. 
Table 3 which follows shows the results. 



Table 3: 



Kinase inhibition at a substance concentration of IC5Q in ^iM 


Example 


IkB-kinase IC5Q 


Example number 


IkB-kinase IC50 


Example number 


IkB-kinase IC50 


number 








1 


0.4 


10 


0.4 


19 


3 


2 


0.4 


11 


0.7 


20 


14 


3 


1 


12 


0.4 


21 


1.8 


4 


2.5 


13 


0.5 


22 


15 


5 


1 


14 


4 


23 


22 


6 


3 


15 


0.8 


24 


4.6 


7 


65 


16 


0.3 


25 


31 



45 



so 



55 
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Table 3: 


(continued) 








i\inase inniDition 


at a substance concentration of IC5Q in p.M 


5 


ample 

number 


tkB-kinase ICen 


ExanrtDle number 




cAdmpie numuer 


ikd- Kinase io^q 




8 


0.2 


17 


5 


26 


12 




9 


0.2 


18 


23 


27 


4.5 


10 


28 


11 


40 


2 


52 


0.6 




29 


40 


41 


2.2 


53 


1,4 




30 


5.2 


42 


0.8 


54 


0.7 




31 


3.3 


43 


1 


55 


0.8 


15 . 


32 


4.6 


44 


2 








33 


1.5 


45 


8.3 








34 


1 


46 


0.3 






20 


35 


3.5 


47 


0.6 








36 


1.4 


48 


4 








37 


0.15 


49 


0.22 








38 


11 


50 


10 






25 


39 


0.1 


51 


0.6 







Claims 

1. A compound of the formula I 



35 



40 



45 



so 



55 




(0 



and/or a stereoisomeric form of the compounds of the fomiula I and/or a physiologically tolerable salt of the com- 
pounds of the fomnula I, 

where Bg. 87. Bg and B9 are independently selected from the group consisting of carbon atom and nitrogen atom, 
where B5, By, Bq and Bg together are no more than two nitrogen atoms at the same time; 
where the substituents H\ R2, r3^ r4 and independently of one another are 

1 . hydrogen atom, 

2. halogen, 

3. -OH. 

4. -CN. 

5. sulfo, 

6. -NO2, 

7. -NH2, 

8. alkoxy, 

9. substituted amino. 
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10. 'COOH, 

11 . -O-Rio. wherein R^o is alkyl. substituted alkyi or aryl, 

12. -C(0)-Ri2, wherein R12 \^ aiky|^ substituted alkyl or aryl. 

13. -CCOi-O-Ris, wherein R^z is as defined above. 

14. aryl. 

15. -O-aryl, 

16. substituted aryl. 

1 7. -O-substituted aryl, 

18. alkyli 

19. substituted alkyl, 

20. -CF3 or 

21. -CF2-CF3. 

provided that at least one of R^ R2, R3, and R^ is not a hydrogen atom. 
R5 is 

1 . hydrogen atom, 

2. alkyl, 

3. alkyl radical, substituted at one or more positions by one ormore of the radicals, halogen, amino or hydroxyl, 

4. -C(0)-R9 or 

5. -S(0)2-R^, in which 
R^is 

a) alkyl, 

b) alkyl radical, substituted at one or more positions by one or more of the radicals, halogen, amino or 
hydroxyl, 

c) aryl. 

d) aryl radical, substituted at one or more positions by one or more of the radteals, halogen, amino, or 
hydroxyl, 

e) -NH2. 

f) alkoxy or 

g) substituted amino, and 

R® and R^ independently of one another are 

1 . hydrogen atom, 

2. halogen, 

3. -OH, 

4. methyl, 

5. -0-(Ci-CiQj-alkyl, wherein alkyl is unsubstituted or mono- to trisubstrtuted independently of one another by 

5.1 aryl. 

5.2 halogen, 

5.3 -NO2, 

5.4 sulfo, 

5.5 -COOH. 
5.6-NH2. 

5.7 -0-(Ci-C4)-alky! or 

5.8 -OH. or 

6. -N(R''3)2, wherein R"»3 is independently of one another hydrogen atom^ aryl, -C(0)-(CT-C4.)-alkyl or substi- 
tuted aryl or alkyl, wherein alkyl is unsubstituted or mono- to tri- substituted independently of one another as 
defined under 5.1 to 5.8, or R''^ together with nitrogen atom to which it is bonded form a heterocycle having 
5 to 7 ring atoms, 

provided that a compound of the fomnula I, where R^ is Br. R2 is -0-C(0)CH3, RS is -C(0)CH3. R3. R^, R6, r7 and 
R6 together are each hydrogen atom and Bg. B7, Bq and B9 together are each carbon atom is excluded; a compound 
of the formula I, where R2 is -0-C(O)CH3. R3 is Br. R5 is -C(0)CH3. R\ R^. R6, R7 and RS together are each 



29 

1134221A1 t > 



EP1 134 221 A1 

hydrogen atom and Bg, B7, Bq and B9 together are each carbon atom is excluded; a compound of the formula I, 
where R2 is Br. R^ R3, R^, r5, rs r7 and R8 together are each hydrogen atom and Bq. B7, Bq and B9 together 
are each carbon atom is excluded; a compound of the formula I, where R^ is Br. Ri. R2, R4^ r5^ rs^ r7 and R® 
together are each hydrogen atom and Bg. B7. Bg and B9 together are each carbon atom is excluded ' 

5 

2. A compound of the fomnula I as claimed in Claim 1 , wherein B^, By, Bg, and Bq are each a carbon atom, 
R\ R3. R* and R® independently of one another are 

1 . hydrogen atom, 
10 2. halogen, 

3. -CN, 

4. -COOH, 

5. -NO2, 

6. -NHg. 



IS 



25 



30 



55 



7. -0-(Ci-Cio)-alkyl, wherein alkyi is mono- to penta- substituted Independently ot one another by 



7.1 phenyl, which is unsubstltuted or mono- to pentasubstituted by halogen or -0-(C^-C4)-alkyl, 

7.2 halogen, 

7.3 -NHg. 
^0 7.4 -OH, 

7.5 -COOH, 

7.6 -NO2, 

7.7 -S(0)y-Rl^ wherein y is zero, 1 or 2. R^* is -(Ci-Cio)-allcyl, phenyl, which is unsubstltuted or mono- 
to pentasubstituted as defined for substituents under 7.1 to 7.9, amino or -N(R''3)2, wherein R^a is inde- 
pendently of one another hydrogen atom, phenyl, -(C,-Cio)-alkyl, -C(OHCi-C7)-alkyl, -C(0)-phenyl, -C 
(0)-NH.{Ci-C7)-alkyl, -C(0)-0-phenyl, -C(0)-NH-phenyl, -C(0)-0-(Ci-C7)-alkyl, -S(0) -R^^, wherein Ri* 
and y are as defined above, 

and wherein alkyI or phenyl in each case are unsubstltuted or mono- to penta- substituted independently 
of one another as defined under 7.1 to 7.9 above, or 

R'13 together with the nitrogen atom to which it is bonded forni a heterocycle having 5 to 7 ring atoms. 

7.8 -0-(Ci-Cio)-alkyl or 

7.9 -O-phenyl, 

8. -N(Ri3)2. wherein Ri3 is as defined In 7.7 above. 

9. -S(0)y-Ri*, wherein R^^ and y are as defined in 7.7 above. 

10. -C(0)-Ri2, wherein R12 is phenyl or -(Ci-C7)-alkyl, wherein alkyI or phenyl are unsubstltuted or mono- to 
penta- substituted Independently of one another as defined under 7.1 to 7.9 above, 

11 . -C(0)-0-R'»2, wherein R^s is as defined in 1 0. above, 

12. -(Ci-Cio)-alkyl, wherein alky! is unsubstltuted or mono- to pentasubstituted independently of one another 
^0 as defined under 7.1 to 7.9 above, 

13. -CFgor 

14. -CF2-CF3. 

provided that at least one of Ri, R2. r3, r4 and R^ is not a hydrogen atom. 
45 r5 Is 

1 . hydrogen atom, 

2. -(C^-C^o)-alkyl, wherein alkyI is unsubstltuted or mono- to penta- substituted independently of one another 
as defined under 7.1 to 7.4 above, 

^0 3. -C(0)-R9, wherein R^ Is 

-NH2. -(Ci-Cio)-alkyl, wherein alkyI is unsubstltuted or mono- to penta- substituted Independently of one 
another as defined under 7.1 to 7.4. or -N(Ri3)2, wherein R^3 is as defined in 7.7 above, or 
4. -S(0)2-R^ wherein R^ is as defined In 3 above. 



A compound of the fomnula I as claimed in claim 1 or 2, wherein 65, B7, B^. and Bg are each a carbon atom, 
R">, R2, r3 and R^ independently of one another are hydrogen atom, halogen, cyano. nitro. amino. -©-(Ci-C?)- 
alkyl, phenyl. -O-phenyl. -CF3, -CF2-CF3, N(R13)2. 

wherein Ri3 is independently of one another hydrogen atom. -(Ci-C7)-alkyl. phenyl. -C(0)-phenyl. -C(0)- 
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NH-phenyl. -C(0)-0-phenyl. -C(0).0-(Ci-C4)-alkyl, -C(0)-(Ci-C7)-alkyl or -(C^-Cio)-a»ky^ wherein alkyi or phenyl 
are unsubstituted or mono- to trisubstltuted independently of one another as defined under 7.1 to 7.9, or R^^ 
together with nitrogen atom to which It is bonded form a heterocycle having 5 to 7 ring atoms, 
S(0)y-Ri^ wherein y is zero, 1 or 2. and R"*^ is -(Ci-Cio)-aIkyl. phenyl. 
5 which is unsubstituted or mono- to penta- substituted as defined for substrtuents under 7.1 to 7.9, amino or 

-N{R13)2. 

wherein R^^ is as defined above, 

wherein alkyI is unsubstituted or mono- to tri- substituted Independently of one another as defined under 7.1 
to 7.9, or 

10 -C(0)-0-R"'2, wherein R*'2 is as defined above, 

R6, r7 and R® independently of one another are hydrogen atom, methyl, amino, -N(R''3)2, wherein R"*^ is as defined 
above, 

provided that at least one of R^ R2, R3, R4 and R^ is not a hydrr »gen atom, and Ffi is as defined in claim 2. 
^5 4. A compound of the fomiula II 
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(II) 



and/or a stereoisomeric form of the compound of the formula II and/or a physiologically tolerable salt of the com- 
pound of the formula II, as claimed in any one of claims 1 to 3, wherein; 

30 Ri , R2 and R3 are independently from one another hydrogen atom, halogen, cyano, amino, -0-(Ci-C4)-alkyl. nitro, 

-CF3, -CF2-CF3, -S(0)y-Ri^ wherein y is 1 or 2, R'^^ Is amino, -(Ci-C7)-alkyl, phenyl, 
which Is unsubstituted or mono- to tri- substituted as defined for substltuents under 7.1 to 7.9, or -N(R''3)2. 

wherein R^^ is independently of one another hydrogen atom, -(C-,-C7)-alkyl -C(0)-(Ci-C7)-alkyl, -C(0)-phe- 
nyl, -C(0)-0-phenyl. -C(0)-0-(Ci-C4.)-alkyl or -(Ci-Cio)-alkyli wherein alkyI or phenyl are unsubstituted or mono- 

55 to tri- substituted independently of one another as defined under 7.1 to 7.9, or R''^ together with nitrogen atom to 

which it is bonded form a heterocycle having 5 to 7 ring atoms, 

-C(0)-NH-(Ci-C4)-a!kyI, -C(0)-0-(Ci-C4)-alkyI or -(C^'C^oya\kyU wherein alkyI In each case is unsubstituted or 
mono- to tri- substituted independently of one another as defined under 7.1 to 7.9, 
provided that at least one of R"*, R2 and R^ is not a hydrogen atom, and 
^0 R5 is hydrogen atom, -(Ci-Cio)-alkyl, 

wherein alkyI is unsubstituted or mono- to tri- substituted independently of one another as defined under 7.1 
to 7.4, -C(0)-R9 or-S(0)2-R9, wherein 

R9 is -(Ci-Cio)-al^I. -0-(Ci-Cio)-alkyl, 

wherein alky! is unsubstituted or mono- to tri- substituted independently of one another as defined under 7.1 
to 7.4, phenyl, which is unsubstituted or mono- to tri- substituted as defined under 7.1 to 7.9, or -N(R''3)2, 

wherein R^s is as defined above, 
provided that a compound of the formula II, where R"* is Br and R2. R3 and RS are each a hydrogen atom is excluded 
and a compound of the fomnula II, where R2 Is Br and R2, R3 and RS are each a hydrogen atom is excluded. 

so 5. A compound of the formula II as claimed in claim 4, wherein 

R"* , R2 and R^ are Independently from each other hydrogen atom, halogen, cyano, amino, -0-(Ci-C4)-alkyl, nitro, 
-CF3 or N(R13)2, 

wherein R"'^ is Independently of one another hydrogen atom, -(Ci-Cy^alkyl, -C(0)-(C,-C7)-alkyi, -C(0)-phenyl or 
-C(0)-0-(C^-C4)-alkyl, wherein alkyI or phenyl are unsubstituted or mono- to tri- substituted independently of one 
55 another by halogen or -0-(Ci-C4)-alkyl. and 

R5 is hydrogen atom. -C(0)-CH3. methyl. -CHg-CHg-OH. -S(0)2-CH3. -C(0)-morpholinyl or -CH2-C(0)-NH2. 
provided that no more than two of R"", R2. R3 and RS are a hydrogen atom. 
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A compound of the formula li as claimed in any one of claims 4 or 5, wherein R** is is bromo, -CFg or chloro, 
R2 is hydrogen atom or 0-(Ci-C2)-aIkyl, 
R3 is hydrogen atom, bromo, chloro or -N(Ri3)2, 

wherein Ri3 jg independently of one another hydrogen atom, -C(0)-phenyl. -(Ci-C^^alkyl. -C(0)-(C,-C4)- 
alkyl or -C(0)-0-(C, -C4)-alkyl. wherein alkyi or phenyl are unsubstituted or mono- to tri- substrtuted Independently 
of one another by halogen or -0-(C,-C2)-alkyl, and 
R5 is hydrogen atom, -C(0)-CH3. methyl or -S(0)2-CH3. 

A compound of the formula II as claimed in any one of claims 4 to 6. R1 is chloro, R2 and R3 are each hydrogen 
atom, and RS is -C(0)-CH3, or R1 is bromo, RS is -C(0)-CH3 and R2 and R^ are each hydrogen atom, or R1 Is 
chloro. R3 is -N-C(0)-CH2-0-CH3 and R2 and RS are each hydrogen atom, or R^ is chloro. R3 is -N-C(0)-para- 
fluoro-phenyl and R2 and RS are each hydrogen atom, or Ri and R^ are each chloro. R2 is-C(0)-CH3 and RS is 
hydrogen atom, or R"» and R3 are each chloro, RS is hydrogen atom and R2 is -C(0)-CH2-CH3. 

8. A process for the preparation of the compounds of the fomiula I as claimed In any one of claims 1 to 7. which 
comprises 



7. 



a) reacting a compound of formula III 
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(111) 



NH 



30 



in which R^, R2. R3, r4^ Bg, B7, Bg and Bg are each as defined in formula I, with a compound of the fonnula IV. 



35 




(IV) 



40 



in the presence of a acid, converting into a compound of the formula V, 



45 



so 




(V) 



and is reacted with hydrazine hydrate and later with fomnaldehyde (RS is H) or R6CHO to give a compound of 
fonnula VI 
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(VI) 



and oxidized to give a compound of the formula VII, 




(VII) 



25 where R"" to R^ and Bg to B9 are as defined in formula I and is hydrogen atom, or 

b) a compound of the formula VII is reacted with a compound of the formula VIII 



40 



45 



Y-R^ (VIII) 

where Y is halogen or rOH and R^ is as defined in formula I, to give a compound of the formula I, or 

c) resolving a compound of the formula I, which on account of its chemical structure occurs in enantiomeric 
forms, prepared by process a) or b) into the pure enantiomers by salt formation with enantiomerically pure 
acids or bases, chromatography on chiral stationary phases or derivatization by means of chiral enantiomer- 
ically pure compounds such as amino acids, separation of the diastereomers thus obtained, and removal of 
the chiral auxiliary groups, or 

d) isolating the compound of the fomiula I prepared by process a), b) or c) either in free form or, in the case 
of the presence of acidic or basic groups, converting it into physiologically tolerable salts. 

9. A pharmaceutical which comprise an efficacious amount of at least one compound of the formula I as claimed in 
any one of claims 1 to 7 and/or of a physiologically tolerable salt of the compounds of the formula I and/or an 
optionally stereoisomeric form of the compounds of the fomnula I, together with a pharmaceutically suitable and 
physiologically tolerable exclpient, additive and/or other active compounds and auxiliaries. 

10. The use of the compound of the formula I 
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>aiD:<EP 1134221A1 I > 



33 



EP 1 134 221 A1 



and/or a stereoisomeric form of the compounds of the formula I and/or a physiologically tolerable salt of the com- 
pounds of the fomnola 1, 

for the production of pharmaceuticals for the prophylaxis and therapy of disorders In whose course an Increased 
activity of l|^ kinase is involved, 
5 where Bg, B7, Bg and 89 are independently selected from the group consisting of carbon atom and nitrogen atom, 

where Bg, B7, Bg and Bg are no more than two nitrogen atoms at the same time; 
where the substituents R*" . R2, r3, and R^ independently of one another are 

I . hydrogen atom, 
10 2. halogen, 

3. -OH, 

4. -CN, 

5. sulfo, 

6. -NO2. 
'5 7, -NH2, 

8. alkoxy, 

9. substituted amino, 

10. -COOH, 

II. -O-Ri^, wherein R''^ is alkyl. substituted alkyl oraryl, 

12. -C(0)-R''2, wherein R^2 jg alkyl, substituted alkyl or aryl, 

13. -C(0)-0-R""2, wherein R"<2 is as defined above. 

14. aryl, 

- . 15. -O-aryl, 

1 6. substituted aryl, 
25 1 7. -O-substituted aryl, 

18. alkyl, 

19. substituted alkyl, 

20. -CF3 or 

21. -CF2-CF3. 

30 

provided that at least one of R^ . R2. r3, r4 rs |s not a hydrogen atom, 
R5 is 

1 . hydrogen atom, 
35 2. alkyl. 

3. alkyl radical, substituted at one or more positions by one or more of the radicals, halogen, amino or hydroxyl 

4. -C(0)-R9 or 

5. -S(0)2-R^, in which 

R9is 
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a) alkyl, 

b) alkyl radical, substituted at one or more positions by one or more of the radteals, halogen, amino or 
hydroxyl, 

c) aryl. 

d) aryl radical, substituted at one or more positions by one or more of the radicals, halogen, amino, or 
hydroxyl, 

e) -NH2. 

f) alkoxy or 

g) substituted amino, and 

R® and R^ independently of one another are 



1 . hydrogen atom. 

2. halogen. 
55 3. -OH. 

4. methyl, 

5. -0-{Ci-Cio)-alkyl, wherein alkyl is unsubstituted or mono- to trisubstituted independently of one another by 
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5.1 aryl. 

5.2 halogen, 

5.3 -NO2. 

5.4 sulfo, 

5.5 -COOH, 

5.6 -NHg, 

5.7 -0-(Ci-C4)-alkyI or 
5.8 -OH, or 

6. N(R^3)2, wherein R'lS is independently of one another hydrogen atom, aryl, -C(0)-(C^-C4)-alkyl or substituted 
aryl or alkyl. wherein alky) Is unsubstituted or nnono- to tri- substituted independently of one another as defined 
under 5.1 to 5.8. or R^^ together with the nitrogen atom to which it is bonded forni a heterocycle having 5 to 
7 ring atoms. 

11. The use of the compound of thefomnula I as claimed in claim 1 0, wherein Bg, By, Bg, and 89 are each a carbon atom, 
R'', R2, r3, R4 and R^ independently of one another are 

1 . hydrogen atom, 

2. halogen, 
. 3. -CN, 

4. -COOH. 

5. -NO2. 

6. -NHg, 

7. -0-(C,-C,o)-alkyl, wherein alkyl is mono- to penta- substituted independently of one another by 

7.1 phenyl, which is unsubstituted or mono- to pentasubstituted by halogen or -0-(Ci-C4)-alkyl, 

7.2 halogen, 

7.3 -NHg, 

7.4 -OH, 

7.5 -COOH, 
7.6-NO2. 

7.7 -S(0)y-Ri4 wherein y is zero. 1 or 2. R^* is -(Ci-Cio)-a!kyl, phenyl, which is unsubstituted or mono- 
to pentasubstituted as defined for substituents under 7.1 to 7.9, amino or -N(R"»3)2, wherein R13 is inde- 
pendently of one another hydrogen atom, phenyl, -(Ci-C.,o)-alkyl, -C(0)-(Ci-C7)-alkyI, -C(0)-phenyl. -C 
{0)-NH-(Gi-C7)-afkyl, -C(0)-0-phenyl. -G{0)-NH-phenyl. -C(0)-0-(Ci-C7)-aIkyl. -S(0)y.Ri4. wherein R^-^ 
and y are as defined above, 

and wherein alkyl or phenyl in each case are unsubstituted or mono- to penta- substituted independently 
of one another as defined under 7.1 to 7.9 above, or 

R^3 together with the nitrogen atom to which it is bonded form a heterocycle having 5 to 7 ring atoms, 

7.8 -0-{Ci-C,Q)-alkyl or 

7.9 -O-phenyl, 

8. -N(R''3)2, wherein R"»3 is as defined in 7.7 above, 

9. •S(0)y-R^^, wherein R""^ and y are as defined in 7.7 above, 

1 0. -C(0)-R'>2, wherein R12 is phenyl or -(Ci-C7)-alkyl, wherein alkyl or phenyl are unsubstituted or mono- to 
penta- substituted independently of one another as defined under 7.1 to 7.9 above, 

11. -C(0)-0-R"'2, wherein R''^ is as defined under 10. above, 

12. -(C.,-C.,o)-alkyl, wherein alkyl is unsubstituted or mono- to pentasubstituted independently of one another 
as defined under 7.1 to 7.9 above. 

13. -CFsor 

14. -CF2-CF3. 

provided that at least one of R"", R2, R3, r4 and RS is not a hydrogen atom, 
R5 Is 

1 . hydrogen atom, 

2. -(Ci-Cio)-alkyl, wherein alkyl is unsubstituted or mono- to penta- substituted independently of one another 
as defined under 7.1 to 7.4 above, 
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3. -C(0)-R9, wherein R9 is 

-NHg, -(Ci-Cio)-alkyl. wherein alkyi is unsubstituted or mono- to penta- substituted independentty of one 
another as defined under 7.1 to 7.4, or -N(Ri3)2, wherein Ri3 is as defined in 7.7 above, or 

4. -S(0)2-R®. wherein R^ is as defined in 3 above, and 

.R® and R^ independently of one another are hydrogen atom or methyl. 

12. The use of the compound of the formula I as claimed in claims 10 or 11 , wherein Bg, B7. B3, and Bg are each a 
carbon atom. 

R^ R2, R3 and R^ independently of one another are hydrogen atom, halogen, cyano^ nitro, amino. -O-CC^-Cy)- 
aikyi, phenyl, -O-phenyl. -CF3. -CF2-CF3, -N(R13)2. 

wherein R^3 is independently of one another hydrogen atom. -(Ci-C7)-alkyl, phenyl, -C(0)-phenyl. -C(0)- 
NH-phenyl, -C(0)-0-phenyl, -C(0)-0-(CTC4)-alkyI. -C(0)-(C,-C7)-alkyl or -(C,-Cio)-alkyl. wherein alky! or phenyl 
are unsubstituted or mono- to trisubstituted independently of one another as defined under 7.1 to 7.9, or R'^ 
together with the nitrogen atom to which it Is bonded foim a heterocycle having 5 to 7 ring atoms, 
S(0)y-Ri^. wherein y is zero. 1 or 2. and R^^ is -(Ci-C,o)-alkyl, phenyl, which Is unsubstituted or mono- to penta- 
substituted as defined for substftuents under 7.1 to 7.9, amino or -N(R'*3)2: wherein 

R^3 is as defined above. 

wherein alkyI is unsubstituted or mono- lo Iri- substituted independently of one another as defined under 7.1 to 
7.9, or >C{0)-0-R''2, wherein R12 is as defined in claim 11, 

R6, R7 and R^ independently of one another are hydrogen atom, methyl, amino, -N(R13)2, wherein R'^s is as defined 

above, 

provided that at least one of R1, R2, R3^ r4 a^cl RS is not a hydrogen atom, and RS is as defined in claim 11 . 

13. The use of the compound of the fomnula II 
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as claimed In any one of claims 10 to 12, and/or a stereoisomeric fomi of the compounds of the formula II and/or 
a physiologically tolerable salt of the compounds of the formula II, for the production of pharmaceuticals for the 
prophylaxis and therapy of disorders in whose course an increased activity of I^B kinase is involved, wherein; 

<o Ri, R2 and R3 are independently from each other hydrogen atom, halogen, cyano, amino, -0-(C,-C4)-alkyl, nitro, 

-CF3, -CF2-CF3, -S(0)y-Ri4, wherein y is 1 or 2. R*"^ is amino, -(Ci-C7)-alkyl, phenyl, which is unsubstituted or 
mono- to tri- substituted as defined for substituents under 7.1 to 7.9, or -ISI(R"<3)2, 

wherein R^^ Is independently of one another hydrogen atom, -(Ci-C7)-alkyl -C(0)-(CvC7)-alkyl, -C{0)-phe- 
nyl, -C{0)-O-phenyl, -C(0)-0-(Ci-C4)-alkyl or-(Ci-C,o)-alkyl, wherein alkyI or phenyl are unsubstituted or mono- 

^5 to trisubstituted Independently of one another as defined under 7.1 to 7.9, or 

R13 together with nitrogen atom to which It is bonded form a heterocycle having 5 to 7 ring atoms, 
-C(0)-NH-(Ci-C4)-alkyl, -C(0)-0-(C^-C4.)-alkyI or -{C^-C^^yalkyi, wherein alkyI in each case is unsubstituted or 
mono- to tri- substituted independentty of one another as defined under 7.1 to 7.9, provided that at least one of 
R*" , R2 and R^ is not a hydrogen atom, and 

so r5 is hydrogen atom, -(Ci-Cio)-alkyl. 

wherein alkyI is unsubstituted or mono- to tri- substituted independently of one another as defined uncfer 7 1 
to 7.4, -C(0)-R9 or -S(0)2-R9, wherein 

R9 is -(CTCio)-alkyl. -0-(Ci-C,o)-alkyl, 

wherein alkyl is unsubstituted or mono- to tri- substituted 
independently of one another as defined under 7.1 to 7.4, 
phenyl, which is unsubstituted or mono- to tri- substituted as defined under 7.1 to 7.9, or -N(R'»3)2. 
wherein is as defined above. 
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14. The use of the compound of the fomnuia (I as claimed in any one of claims 1 0 to 13, wherein 

R** , R2 and are independently from one another hydrogen atom, halogen, cyano, amino, -0-{Ci-C4)-alkyl nitro 
-CF3 or N(R13)2. 

wherein R'*^ is Independently of one another hydrogen atom. -(C^-CyValkyl, -C(0)-(Ci-C7)-alkyl, -C(0)-phenyl or 
-C(0)-0-(Ci-C4.)-alkyl, wherein alkyl or phenyl are unsubstituted or mono- to tri- substituted independently of one 
another by halogen or -©-(C^-CJ-alkyl, and 

R5 is hydrogen atom, -C(0)-CH3, methyl, 'S(0)2-CH3. -CH2-CH2-OH, -C(0)-morpholinyl or -CH2-C(0)-NH2. 
provided that no more than two of R"", R2 r3 and R^ are a hydrogen atom. 

15. The use of the compound of the fonmula II as claimed in any one of claims 10 to 14, wherein 

Ri is bromo, -CF3 or chloro, R2 Is hydrogen atom or ©-(C^-Cghalkyl, R3 is hydrogen atom, bromo, chloro or -N 

wherein R''^ is independently of one another hydrogen atom, -C{0)-phenyl, -(Ci-C7)-alkyl, -C(0)-(Ci-C4)-alkyl or 
-C(0)-0-(Ci-C4)-alkyl, wherein alkyl or phenyl are unsubstituted or mono- to tri- substituted independently of one 
another by halogen or -0-(Ci-C2)-alkyl, and 
. R5 is hydrogen atom, -C(0)-CH3, methyl or -S(0)2-CH3. 

16. The use of the compound of the fomnuia II as claimed in ahy one of claims 10 to 15. wherein R"" is chloro, R2 and 
R^ are each hydrogen atom, and R^ is -C(0)-CH3, or R** is bromo, R^ and R^are each hydrogen atom, and R^ is 
-C(0)-CH3, or R*" is chloro, R2 and R^ are each hydrogen atom and R3 is -N-C(0)-CH2-O-CH3, or R1 is chloro, R3 
is -N-C(0)-para-fluoro-phenyl and R2 and R^ are each hydrogen atom, or R^ and R^ are each chloro, R2 is -C(0)- 
CH3 and R5 is hydrogen atom, or R*" and R^ are each chloro, R2 is -C(0)-CH2-CH3 and R^ Is hydrogen atom. 

17. The use of the compound of the formula I or II as claimed In anyone of claims 10 to 1 6. for the treatment of asthma, 
osteoarthritis, rheumatoid arthritis (in the case of inflammation), Alzheimer's disease, carcinomatous disorders 
(potentiation of cytotoxic therapies) and cardiac infarct. 

18. A process for the production of a pharmaceutical, which comprises bringing at least one compound of the formula 
I or II as claimed in any one of claims 10 to 1 S into a suitable administration form using a pharmaceutically suitable 
and physiologically tolerable excipient and. if appropriate, further suitable active compounds, additives or auxilia- 
ries. 
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